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In a former paper * dealing with the nature and age distribution of the cutaneous 
manifestations of vitamin A deficiency, it was pointed out that infants and children 
of prepubertal age did not often exhibit hyperkeratosis of the hair follicles, lesions 
believed to be a specific sign of this nutritional disease. Thus, of 91 patients with 
vitamin A deficiency between 2 months and 15 years of age, only 6, or 6.6 per cent, 
had follicular hyperkeratosis, while of 103 patients from 16 to 30 years of age, 47, 
or 45.6 per cent, presented follicular signs of the disease. It was thought significant, 
however, that 26 members, or 28.6 per cent, of the first group, who did not mani- 
fest lesions of the hair follicles, showed generalized xerosis of the skin. 

The diagnosis of vitamin A deficiency in all but a few instances was based on 
the presence of xerophthalmia. There was, in addition, the common factor of a 
diet grossly deficient in vitamin A. At the time the patients were examined, 
chemical technics for measuring vitamin A in the blood were not available. 

The position of xerosis of the skin among the many patients studied is note- 
worthy. In adults simple xerosis is frequently observed to precede the appearance 
of follicular hyperkeratosis. This phenomenon we have interpreted as indicative 
of the etiologic relation of xerosis to vitamin A deficiency. The validity of this 
assumption is supported by observations on the efficacy of vitamin A, or its 
precursor carotene, when administered to persons showing both xerophthalmia and 
xeroderma. 

The age distribution of the children in the prepubertal group who had follicular 
hyperkeratosis is also worthy of attention. Of the 6 children under 16 years of 
age who showed signs of follicular involvement, 4 were from 14 to 15 years of age, 
that is, at puberty or just beyond it. The remaining 2 children were 4 and 5 years 
of age respectively, the approximate age at which sebaceous secretion is said to be 
first established. It is of interest, also, that the younger children exhibited only 
mild intrafollicular hyperkeratosis and little or no perifollicular infiltration, con- 


ditions which give to the lesions in the adult a distinctly papular form. 


From the Divisions of Dermatology and Syphilology and of Pediatrics, Department of 


Medicine, Peiping Union Medical College. 
1. Frazier, C. N., and Hu, C. K.: Nature and Distribution According to Age of 
Cutaneous Manifestations of Vitamin A Deficiency, Arch. Dermat. & Syph. 33:825 (May) 1936. 
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On the basis of these observations, we concluded that the follicular eruption was 
characteristic of vitamin A deficiency only among persons who had attained sexual 
maturity. 

Subsequent to our earlier reported studies, and extending over a period of 
five years, we had the opportunity to examine all patients suspected of having 
disease due to vitamin A deficiency who were admitted to the pediatric service. 
It is with the results of this study, together with observations on older patients 
seen in the general medical and dermatologic services, that this paper is concerned. 
Unfortunately, we are unable to present the data on the prevalence of cutaneous 
lesions among the entire group of patients. These data are not now accessible to 
us. We propose, however, to describe a small series of cases which demonstrate 
the significant clinical and microscopic observations as they relate to the degree 
of involvement of the pilosebaceous structures. These cases show the correlation 
between the magnitude of the follicular reaction and the age of the patient and 
support the assumption that the integrity of the pilosebaceous tissues in the 
presence of vitamin A deficiency is closely related to sexual development. 

It becomes apparent from a study of this material that the essential changes in 
the skin, both functional and anatomic, incident to a deficiency of vitamin A may 
be present even in young infants. There may be suppression of secretory function 
of the skin and the early development of generalized xerosis. In some instances 
xerosis is followed by gross changes in the hair follicles. Although the degree of 
follicular hyperkeratosis may be minimal, and not enough to cause elevation of the 
follicular orifices, the presence of microscopic changes may be demonstrated with 
ease in the epithelium of the hair follicles and of the sweat ducts. 

The younger the child the more likely is simple xerosis to be the only detect- 
able abnormality of the skin. With increasing age, especially as the child 
approaches puberty, the hair follicles become more deeply involved in well defined 
intrafollicular hyperkeratosis. Malformations of the follicle and atrophy of the 
sebaceous gland are also observed. It is apparent, moreover, that the extent of 
perifollicular inflammatory reaction increases with the age of the subject. This 
may be dependent on the degree of accumulation of keratinous material in the 
hair follicle, which acts as a foreign body. The presence of an occasional giant 
cell in the inflammatory zone surrounding a heavily keratosed follicle gives weight 
to this impression. 

In Africa? India* and the United States of America* lesions of the hair 
follicles have been described in children, many of whom had ocular manifestations 
of vitamin A deficiency. In the numerous African and Indian cases, the published 
data do not disclose the age-specific distribution of the lesions. It would seem, 
however, on the basis of a comparison of the figures from the different Indian 
localities, for which there was a variation in the range of ages, that the prevalence 
of cutaneous lesions was greatest among the groups containing a large proportion of 
older children. It is also difficult to judge how frequently keratosis pilaris was 


included as a sign of vitamin A deficiency. We have never included instances of 


2. Lowenthal, L. J. A.: An Inquiry into Vitamin A Deficiency Among the Population 
of Teso, Uganda, with Special Reference to School Children, Ann. Trop. Med. 29:349, 1935. 

3. Nicholls, L.: Phrynoderma: A Condition Due to Vitamin Deficiency, Indian M. Gaz. 
68:681, 1933. Aykroyd, W. R., and Rajagopal, K.: The State of Nutrition of School Chil- 
dren in South India, Indian J. M. Research 24:419, 1936. Aykroyd, W. R., and Krishnan, 
B. G.: The State of Nutrition of School Children in South India: II. Diet and Deficiency 
Disease in Residential Hostels, ibid. 24:707, 1937. 

4. Lehman, E., and Rapaport, H. G.: Cutaneous Manifestations of Vitamin A Deficiency 
in Children, J. A. M. A. 114:386 (Feb. 3) 1940. 
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this minor, but widely prevalent, lesion among the cases of vitamin A deficiency 
that we have reported. It is doubtful whether there is evidence to indicate its 
relation to nutritional disease. Scattered lesions of mild keratosis of hair follicles 
on the thighs and buttocks from which the removal of a superficial keratinous 
plug releases a coiled hair are so frequent, especially in persons who bathe but 
rarely, and in some with more hygienic habits, that one hesitates to draw general 
conclusions as to their etiologic significance. Furthermore, it does not seem neces- 
sary to think that all forms of keratosis of the hair follicle are related to a 


deficiency of vitamin A. 
REPORT OF CASES 


The following cases are presented in the order of the patient’s age, beginning 
with the youngest infant. They were selected as instances of the dermatosis at 
its maximal development at various periods of life. Taken in their order, the cases 
recapitulate satisfactorily the developmental stages of the eruption in the young 
adult. Taken individually, they characterize the severest effect of the deficiency 
on the skin at successive ages from birth to puberty. 


Case 1.—History—A Chinese boy 69 days of age was admitted to the hospital on Nov. 23, 
1934. Both corneas had been hazy or opaque for at least two weeks. 

Prior to the birth of the patient, the mother had subsisted on a poor diet, which consisted 
entirely of mantou (a wheat flour bread) and rice. She ate neither vegetables nor meat and 
during the last month of pregnancy contracted dysentery. She died of this disease thirteen 
days after the birth of the patient. There was no history of ocular lesions. She had not 
before been pregnant. 

The infant was apparently normal at birth. After the death of the mother, it was fed 
goat’s milk, 9 ounces (266 cc.) a day in three feedings, together with a little powdered milk 
and sugar. No cabbage water was given. 

The eyes were said to have been normal at birth, but three days thereafter they became 
red and discharged a mucoid material. The infant then shunned light. Two weeks before 
admission, when the infant was 55 days old, the family observed that the right cornea was 
entirely opaque and the left cornea was slightly cloudy. The appetite was poor. Bowel 
movements and urination were normal. There was neither cough nor vomiting. The infant 
did not gain weight. 

Physical Examination.—The patient was undernourished and small, weighing only 3,800 Gm., 
but did not look acutely ill. The temperature was 37 C. (98.6 F.). The face was pale. 

The palpebral conjunctivas were normal except for hyperpigmentation. The bulbar con- 
junctivas of both eyes, especially the right, were dull and lusterless (xerosis). The right 
cornea was entirely destroyed and replaced by a thick grayish material (keratomalacia). The 
left cornea was hazy and dull (prexerosis). Structures behind the right cornea were invisible. 
The anterior chamber, iris; pupil and lens of the left eye were normal. 

The skin over both shoulders and the upper lateral aspect of both arms was drier than 
elsewhere and slightly scaly (mild xerosis). The hair follicles appeared to be normal. The 
skin of the face, trunk and lower extremities was essentially normal in color and texture. 
On the xerotic areas on the shoulders, the lanugo was more prominent than elsewhere. There 
was some loss of subcutaneous fat. The buccal mucosa was normal. The costochondral 
junctions were prominent, but there was no Harrison groove. The lungs and heart were 
normal. The liver and spleen were palpable about 2 cm. below the costal margin. The 
wrists were increased in size in the anteroposterior direction. Roentgenographic examination 
showed periosteal thickening of the long bones, suggestive of rickets. The deep reflexes were 
active. 

Laboratory Examination—The urine contained a few keratinized epithelial cells. The red 
blood cell count was 3,030,000 per cubic millimeter, with a hemoglobin content of 8.7 Gm. per 
hundred cubic centimeters. There were 10,950 white cells per cubic millimeter of blood. The 
differential count showed 50 per cent polymorphonuclear neutrophils and 50 per cent lympho- 
cytes. The stools were negative for ova and protozoa. Scrapings from the left cornea (with 
prexerosis) contained numerous partially and completely keratinized epithelial cells. 

Clinical Course and Treatment.—The temperature rose to 40 C. (104 F.) on the evening 
of the day of admission. On the following day there was an area of dulness with tubular 
breathing over the right upper area of the chest posteriorly. Roentgenographic examination 
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at that time showed bronchopneumonia. The pulmonic process resolved, and the temperature 
was normal six days after admission. While in the hospital, the patient received daily 1 cc. 
of halibut liver oil, 2 Gm. of yeast and 20 cc. of orange juice. Twenty-one days after 
admission the xerosis of the conjunctivas had almost disappeared, except for a small strip 
near the temporal side of the left limbus. The left cornea was clear and lustrous. A great 
deal of necrotic tissue had sloughed off the right cornea, and healing had taken place, with 
the formation of scar tissue. Forty-eight days after treatment was commenced, the skin had 
regained its normal texture. 

Biopsy of Skin.—With local anesthesia, a piece of skin was removed from the xerotic area 
on the right arm. Microscopic examination (fig. 1) showed slight hyperkeratosis of the 
surface epithelium. The epidermis in general looked to be atrophic, although in places there 
were areas of what seemed to be beginning hyperplasia. One hair follicle contained a keratotic 
spine, which extended slightly beyond the mouth of the follicle. Serial sections showed that 
the spine was composed of two hair shafts encased in a laminated deposit of cornified epi- 


Fig. 1 (case 1).—Hyperkeratosis of a hair follicle and atrophy of the epidermis in an infant 
69 days old with vitamin A deficiency. There were xerophthalmia and localized xerosis of 
the skin. The section was taken from an area of xerosis on the upper part of the arm. 


thelium. The walls of the follicle were thin. Other follicles showed considerable hyperkeratosis 
but without spine formation. Cross sections of still other follicles showed only a thin layer 
of keratin on the surface of the epithelium. 

The sebaceous glands had not disappeared from some of the hyperkeratosed follicles. There 
were also many normal hair follicles, with little or no cornification of the epithelium. In 
these follicles the epithelium was of normal thickness. As the specimen was taken too super- 
ficially, no coil glands were present. The openings of the ducts of the sweat glands, however, 
were plugged in places with keratinized cells. In none of the sections was there any evidence 
of inflammation. 


This infant was the youngest patient (69 days) coming under our observation 
with signs of vitamin A deficiency. According to the history, the first evidence 
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of ocular damage appeared three days after birth. This being the case, and as 
inflammation is not an early manifestation of xerophthalmia, it is possible that 
metaplasia of the ocular epithelium began before birth. The inadequate diet of the 
mother, together with an intercurrent intestinal infection during the latter part of 
pregnancy, is sufficient to account for the failure of nutrition in both mother and 
infant—or in the fetus, should this have been a case of fetal vitamin A deficiency. 

Involvement of the skin was localized and minimal, consisting only of mild 
xeroderma of the shoulders and arms. Histologic examination, however, brought 
to light more extensive alterations of the cutaneous structures, including definite 
intrafollicular hyperkeratosis and atrophy of the sebaceous glands. The wide 
variation in the degree of involvement of the pilosebaceous structures was note-, 
worthy. Many of the hair follicles presented no morphologic evidence of disease, 
and others showed but minor changes. This demonstrated rather well the vari- 
ability in response of identical parts of an organ to a failure of nutrition. In the 
infant, it would seem, the cutaneous tissues are relatively resistant to the effects of 
vitamin A starvation. 

Hypertrophy of the epidermal cells, usually seen in adults under similar circum- 
stances, was not present in this infant. In fact, the epidermis seemed to be thinner 
than normal, approaching a state of atrophy in many places. It seems not unlikely 
that we were observing in this infant the earliest epithelial reaction to a deficiency 
of vitamin A, which, according to the experimental observations of Wolbach and 
Howe,’ consists of epithelial atrophy. 

In addition to the signs of vitamin A deficiency, there was evidence of rickets 
on both physical and roentgenographic examination. There was, however, no 
manifest sign of a deficiency in the vitamin B complex or of scurvy. 

The following case illustrates the next stage in the progressive development of 
disease subsequent to the condition of localized xeroderma with occult involve- 
ment of the pilosebaceous structures. The case is that of the youngest patient we 
observed who showed hyperkeratosis of the hair follicles sufficiently advanced to be 
apparent from inspection alone. The infant was admitted to the hospital with a 
diagnosis of marasmus and ocular signs of vitamin A deficiency. 


Case 2.—History.—A Chinese girl 16 months of age was admitted to the pediatric service 
on March 27, 1936 because of gradual loss of weight over a period of three months. Two 
months before the child’s admission to the hospital there was an attack of measles. Subse- 
quently there were periods of diarrhea. Roughness of the skin was noticed one month before 
admission. The duration of the ocular lesions was omitted from our transcribed notes. 


Diet—For seven months the infant was fed at its mother’s breast. It was then adopted 
by a family whose combined income was 7 Chinese dollars per month. From that time, the 
diet consisted of one small bowl of corn flour paste twice a day, two pieces of corn flour 
bread and occasionally a small amount of vegetable water. 

Physical Examination—The child weighed 4 Kg. She was underdeveloped and emaciated. 
The skin was dry and loose and slightly scaly over the entire surface. There were many 
small, sharply pointed follicular papules on the upper extremities and the trunk and in the 
axillary folds (fig. 2). In these areas the skin was darker than elsewhere. On the fingers 
of the right hand were several crusted ulcers. The fingers were swollen and red. The 
cervical and epitrochlear glands were palpable. The anterior fontanel was still open. 

The conjunctivas were not pigmented, but on the temporal side of the bulbar conjunctiva 
of both eyes were areas of xerosis. The corneas were dry but transparent. On the upper 
nasal quadrant of the right cornea was a shallow, clean ulcer about 2 mm. in diameter. On 
the left cornea, near the center, was a similar ulcer. The iris and lens of both eyes were normal. 

The lips and gums were normal, as was also the tongue. The costochondral junctions 
were not enlarged. The lungs and heart were normal. The abdomen was soft and contained 


5. Wolbach, S. B., and Howe, P. R.: Tissue Changes Following Deprivation of Fat-Soluble 
A Vitamin, J. Exper. Med. 42:753, 1925. 
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no free fluid. The liver and spleen were not palpable. No epiphysial enlargement of the 
long bones was observed. There was no edema or tenderness of the extremities. The reflexes 
were active. 

Laboratory Examination—On roentgenographic examination, all visualized bones showed 
a moderate generalized rarefaction. There was no evidence of rickets or of scurvy. 

The urine contained a faint trace of albumin, 10 to 20 white blood cells to the high power 
field and some keratinized epithelial cells. 

The red blood cell count was 4,500,000 per cubic millimeter of blood, and the white blood 
cell count was 12,750. The differential count was normal. No abnormal cells or parasites 
were observed in the stained film. The albumin of the plasma measured 1.66 Gm. per hundred 
cubic centimeters, the globulin 0.89 Gm. and the nonprotein nitrogen 16 mg. The Wassermann 
and Kline reactions of the blood serum were negative. 

The reaction to a tuberculin test was negative with 0.01 and 1 mg. of old tuberculin. 

Clinical Course and Treatment.—When the patient was admitted to the hospital the tem- 
perature was 37.5 C. (99.5 F.). On the third day it rose to 39.5 C. (103.1 F.). Thereafter, 
for two weeks, there were occasional episodes of moderate fever. 


Fig. 2 (case 2).—Minimal type of follicular hyperkeratosis superimposed on an area of 
generalized xerosis of the skin. The patient, an infant 16 months of age, also had bilateral 
xerophthalmia. 


From the day of admission the patient received 2 cc. intramuscularly of a concentrate of 
vitamin A, assayed as containing 30,000 international units of vitamin A per cubic centimeter. 
From the third day of admission the infant was given 0.01 Gm. of ascorbic acid daily. At no 
time was there any clinical sign of scurvy. 

Seven days after admission, xerosis of the ocular tissues had disappeared, and there was 
subsequent healing of the corneal ulcers. The skin became smooth and soft forty-four days 
after the beginning of treatment. On discharge from the hospital, after sixty-eight days, the 
child was in good condition. 

Biopsy of Skin—The epidermis was thin and thrown into irregular folds. The horny layer 
was loosely arranged and moderately hypertrophied. There was well defined intrafollicular 
hyperkeratosis, with distention of the follicles in places. No fat glands were seen. The sweat 
glands and ducts showed no appreciable changes in structure, and there was little evidence of 


inflammation. 
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In addition to generalized xerosis of the skin in this case, there was a diffuse 
eruption consisting of papular lesions at the sites of the hair follicles. This gave 
to the skin the appearance of chronic goose flesh. Intrafollicular horny plugs, or 
spines, were not visible to the naked eye. There was no physical evidence of other 
nutritional deficiencies. 

The response to parenteral administration of large doses of a vitamin A con- 
centrate was prompt and complete with respect both to the eyes and to the skin. 
The therapeutic test, however, was not crucial, as the infant was given a diet con- 
taining all nutrients in normal amounts. 

In this case, as in the first, the epidermis was thin and atrophic, a change 
suggesting an early stage in the response of the epithelial structures to deprivation 
of the vitamin. With a more prolonged period of starvation, it is questionable 
whether subsequent hyperplasia would have developed. This impression is gained 
from our failure to observe any infant in whom such hyperplasia did appear in the 
epidermis. We are inclined to the opinion, therefore, that the response in this 


Fig. 3 (case 3)—Atrophic condition of the epidermis of a child approximately 3 years of 
age who had generalized xerosis of the skin and ocular signs of vitamin A deficiency. The 
section was taken from the abdominal wall. 


case represents the approximately maximal reaction of the infant’s skin to a 
deficiency of vitamin A, at least in the Chinese residing in North China. 

The third case is introduced at this point not because of any gross abnormality 
of the skin but to demonstrate the histologic characteristics of the epidermis 
observed among infants and children with mild xerosis of the skin and ocular mani- 
festations of vitamin A deficiency. The changes in the epidermis approach a state 
of atrophy (fig. 3). 

Case 3.—History.—On Oct. 5, 1934 a Chinese boy aged 2 years and 10 months was admitted 
to the pediatric service with an abscess of the scalp and general weakness of three months’ 
duration and diarrhea of one month’s duration. Haziness of the right cornea had been present 
for ten days. There were three or four stools daily, liquid but without gross evidence of blood. 
The child had lost weight since the onset of illness and for two weeks had been unable to walk. 
During that time he had become emaciated. 

The patient was born at full term in a normal condition, and until the present illness his 
health had been good. 
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Diet—Until six months before admission the patient was breast fed. Since then he had 
taken a diet consisting of kaoliang (a cereal resembling millet), rice, indian corn, cabbage 
and occasionally some fruit. He had never had meat, milk or eggs. 

A brother 4 years of age and a sister 1 year of age showed no evidence of nutritional 
deficiency. 

Physical Examination—The temperature on admission was 36.9 C. (98.4 F.), the pulse 
rate 104 per minute and the respiratory rate 23 per minute. The body weight was 7.8 Kg. 
The child was undernourished and underdeveloped and looked sick and weak. 

There was an abscess on the scalp. The skin in general was dry, thin, loose and slightly 
scaly, particularly on the extremities. There was no striking follicular keratosis, although 
on the abdomen the hair follicles could be located by inspection. Enlargement of the follicles, 
however, was so slight as not to be detected except when the skin was viewed in the proper 
light and at a certain angle. The inguinal lymph glands were palpable. The hair of the scalp 
was thin. Craniotabes was not present. 

There was slight pigmentation of the lower fornix of the right eye. The bulbar con- 
junctiva was dry and wrinkled. The right cornea was dull and cloudy, with a deep infiltration 
in the lower temporal quadrant. The left bulbar conjunctiva was dry and leathery in appear- 
ance. The left cornea was slightly dull in the lower segment. 

The nasal mucosa was dry, as were the lips. There were fissures at the angles of the 
mouth. The gums were dry but not hemorrhagic. The tongue was dry and smooth. The buccal 
mucosa showed no leukoplakia. The pharynx was injected and covered with a thin whitish 
exudate. The voice was clear and strong. 

The chest was normal in shape. There was beading of the lower ribs. The lungs were 
normal on percussion. The breath sounds were bronchial in character over the entire chest. 
The cardiovascular system was normal. The abdomen looked full and was moderately resistant 
to pressure. There was no tenderness or free fluid. The spleen and liver were not palpable. 
The right knee reflex was sluggish. 

Laboratory Examination—The urine was alkaline and contained a faint trace of albumin. 
The guaiac test gave negative results. There were 52 epithelial cells per cubic millimeter. 
A stained smear of the urinary sediment showed partially and completely keratinized cells. 

There were 4,500,000 red blood cells per cubic millimeter of blood, with a hemoglobin 
content of 13.8 Gm. per hundred cubic centimeters. The white blood cell count was 14,500, 
and there were 56 per cent polymorphonuclear neutrophils, 1 per cent eosinophils, 4 per cent 
monocytes, 35 per cent lymphocytes and 4 per cent myelocytes. 

Scrapings from the right cornea contained many partially keratinized epithelial cells. 

The fasting gastric contents contained no free acid and 7 degrees of combined acid. Twenty 
minutes after the injection of 0.5 mg. of histamine phosphate, there were no free acid and 
17 degrees of combined acid. 

Cultures of the stool were negative for pathogenic organisms. No ova or protozoa were 
found. 

The Wassermann and Kahn reactions of the blood were negative. The nonprotein nitrogen 
of the plasma was 13 mg., the albumin 3.16 Gm. and the globulin 2.15 Gm. per hundred 
cubic centimeters of blood. 

Roentgenographic examination of the lungs revealed no important changes. The skeletal 
age was between 1 and 3 years. There was no evidence of rickets. There was decided osteo- 
porosis of the visualized long bones. 

The reaction to a tuberculin test was negative with 1 mg. of old tuberculin. 

Clinical Course and Treatment.—For seven days after admission there was a daily rise 
of temperature from 38.4 to 40 C. (101.2 to 104 F.). With healing of the ocular lesions the 
temperature subsided and remained normal thereafter. 

The patient was given daily the following diet: rice porridge, 500 Gm.; wheat flour, 
200 Gm.; egg white, 50 Gm.; raisins, 20 Gm., and sugar, 4 Gm. 

For the first five days after admission 4 cc. of carotene in oil was injected intramuscularly. 
This was followed for three days with 2 cc. of halibut liver oil given by the same route. 
Subsequently, for thirty-two days the patient received 0.5 cc. of halibut liver oil twice daily 
by mouth, and during the last thirty days in the hospital he was given 0.1 cc. by mouth each 
day. Cow’s milk was given daily. 

Halibut liver oil was substituted for carotene when the right eye showed no improvement 
and a white spot appeared on the left cornea, an indication of progressive keratinization of the 
corneal epithelium. 

On the seventh day of admission a return of luster to the cornea was first observed. Bemax 
(a food preparation made from the embryos of cereal grains), to the amount of 4 Gm. daily, 
was given from this date. On the ninth day in the hospital the corneas and conjunctivas were 
glistening. 
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On the eighteenth day the stools were less frequent and contained neither blood nor pus. 
A few pus cells and red blood cells had been found in the stools soon after admission. Both 
corneas were clear and lustrous. The lips were still dry, and the fissures in the labial com- 
missures had not healed. 

After fifty-one days of treatment the skin had regained its normal texture and was smooth 
and soft. 

At the time of discharge, after eighty-six days in the hospital, all lesions of the eyes and 
skin had healed, diarrhea had disappeared, no more epithelial cells could be found in the urine 
and the body weight had increased to 9.3 Kg. 

Biopsy of Skin—There was slight to moderate increase in the thickness of the horny layer 
of the epidermis. The stratum mucosum was reduced in depth, approaching in places a state 
cf atrophy. In occasional areas beginning hyperplasia of the epithelium was apparent. There 
was no outstanding keratosis of the hair follicles. Only on cross section were some of the 
follicles seen to be lined with a narrow zone of keratinous material. The surface hyper- 
keratosis extended into the epidermic part of the sweat ducts. The sweat glands appeared 
normal in structure. 


Dysentery of an undifferentiated type was the precipitating cause of vitamin A 
deficiency in this patient. Intestinal infections are frequently important contribu- 
tory factors in nutritional disease in North China. Although the diet in this case 
was deficient in general, except for the vitamin B complex contained in the cereal, 
it apparently satisfied the minimal requirements of the body until the onset of 
dysentery. Two other children in the family, who subsisted on the same diet, did 
not show signs of nutritional disease. 

A diagnosis of vitamin A deficiency was based on the presence of xerosis of the 
bulbar conjunctiva and of the cornea of both eyes and on beginning keratomalacia 
of the right eye and hyperpigmentation of the conjunctiva. The latter condition is 
an early and frequent sign of vitamin A deficiency among the Chinese.® 

A concomitant generalized xerosis of the skin responded to dietary therapy 
along with the ocular lesions. Both ocular and cutaneous tissues were grossly 
normal after eighty-six days of treatment. The treatment consisted of administra- 
tion of substances containing large amounts of vitamins A, B and D. The basic 
diet of the patient while in the hospital was poor in vitamin A but contained the 
vitamin B complex in adequate quantity. 

The presence of dry lips and fissures at the angles of the mouth suggests 
riboflavin deficiency. At the time the patient was under observation, the possible 
relation of cheilosis and angular stomatitis to riboflavin deficiency had not been 
suggested.’ However, Platt, working in Shanghai, had called our attention to 
the occurrence of perléche among patients with signs of nutritional disease. He 
was inclined to attribute the lesions of the lips to a deficiency in the vitamin B 
complex. 

Among the patients with vitamin A deficiency we had studied, a condition 
similar to perléche had been observed occasionally. Its association with follicular 
hyperkeratosis and xerophthalmia led us to think it was also a manifestation of 
vitamin A deficiency. Although no histologic examination was made by us, from 
its gross appearance it seemed not unlikely that the lesion represented a localized 
metaplasia of epithelium of a keratinizing type. It is to be noted that in the 
present case the cheilosis and stomatitis responded more slowly to treatment than 
did the generalized xerosis of the skin. 


6. Mori, S.: The Pathology of the Pigmentation of Bulbar Conjunctiva in Xerosis Epi- 
thelialis Conjunctivae, J. Orient. Med. 2:103, 1934. 

7. Sebrell, W. H., and Butler, R. E.: Riboflavin Deficiency in Man: A Preliminary Note, 
Pub. Health Rep. 53:2282, 1938. 
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Our reason for including this case in the discussion rests on the character of 
the histologic changes in the epidermis. These were interpreted as atrophic. 
Inasmuch as epithelial hyperplasia was of localized and minor development and the 
keratinizing process was minimal, it was our impression that the cellular changes 
in the epidermis represented the earliest effect of a deficiency in vitamin A on the 
skin. It is always difficult to know, however, when a state of atrophy exists with- 
out a normal specimen from the same patient to serve as a standard of comparison. 
Unfortunately, a biopsy was not performed after the skin had regained its normal 
texture. 

During the first decade of life, ocular abnormalities constitute the most con- 
spicuous and frequent sign of disease which can be attributed with a reasonable 


Fig. 4 (case 4).—Minimal type of follicular hyperkeratosis in a boy of 5 years who showed 
advanced keratomalacia. 


degree of certainty to a deficiency of vitamin A. After a child attains the age 
of 4 or 5 years, involvement of the pilosebaceous structures of the skin is inclined 
to produce more prominent lesions (fig. 4). Although such lesions are of infre- 
quent occurrence at this age, when they are present their development is such as 
to leave little doubt as to their pathologic importance. 


Case 4.—In this case well formed follicular papules were widely distributed over the sur- 
face of the skin. The lesions were sharp and pointed but showed small intrafollicular plugs 
of keratinous material. Some of the plugs projected above the surface of the lesion as delicate 
spines. Many papules on the extremities were deeply pigmented. Pigmentary disturbances 
of the skin have not been observed among younger children with disease due to vitamin A 
deficiency. In addition to the follicular lesions, this patient also had generalized xeroderma. 


4 
q 
7 
4 


FRAZIER ET AL—VITAMIN A DEFICIENCY 11 


The patient, a boy 5 years of age, was admitted to the hospital because of advanced 
keratomalacia, ulceration of the cornea and prolapse of the iris of both eyes. Vision was 
ultimately destroyed. The onset of illness was preceded by an attack of dysentery. Soon 
after the patient entered the hospital diffuse bronchopneumonia of both lungs and _ pyelitis 
developed, and later acute tonsillitis and pharyngitis. From all of these conditions he recovered. 

The reaction to a tuberculin test with 0.1 mg. of old tuberculin was negative. 

Roentgenographic study of the long bones failed to reveal any abnormalities. His skeletal 
age, according to Camp’s table, was about 4 years. 


The last case of the series is one which demonstrates the maximal degree of 
follicular hyperkeratosis observed among children below 15 years of age. 


Case 5.—History—A Chinese youth 14 years of age was admitted to the dermatologic 
service of the hospital on Feb. 8, 1937, complaining of spinous papules of the skin and a 
productive cough of three months’ and five days’ duration respectively. 

He first noticed small reddish macular lesions on the face, the upper part of the abdomen 
and the thighs. Three or four days after the onset these lesions became elevated and formed 
papules with hard, whitish spines at the center. At about the same time the eruption spread 
to the extremities and trunk. One month before admission the cutaneous lesions became much 
more extensive and severe, especially on the arms, thighs, abdomen and lower part of the 
back. At that time he experienced chilliness, fever and pain in the arms and thighs on 
walking. For one month he had noticed blurring of vision, especially at 5 or 6 p. m. He had 
never had night blindness. 

For five days he had a productive cough. The sputum was frothy and mucoid and con- 
tained no blood. His appetite was diminished. He had five or six loose stools daily for 
three days before admission. They contained neither blood nor mucus. The urine was dark 
brown. 

The patient had been apprenticed for two years to a coppersmith. His diet consisted of 
mantou, rice, millet, cabbage and salted vegetables. Twice a month he ate a small amount 
of meat. He bathed once every two or three weeks. About 50 apprentices were employed in 
the same shop, where they both lived and worked. All subsisted on the same diet. Ten of 
these boys, according to the patient’s statement, exhibited cutaneous lesions like his own, but 
much milder. 

Eight months prior to admission the patient had had an acute attack of dysentery, which 
persisted for five days. He showed no signs of cutaneous disease then. 

Physical Examination—The temperature, pulse and respiration were normal. The patient 
was well developed and apparently well nourished. The hands were held in spastic position, 
but the fingers could be fully extended. The skin was universally dry, but there was some 
sweating in the axillas and palms. 

Numerous hyperpigmented and hyperkeratotic follicular lesions were distributed sym- 
metrically over the entire body except for the palms, soles and scalp (fig. 5). They were 
more abundant over the extensor surfaces of the extremities, including the joints. In most 
of the follicles, except on the face, a hard, sharp spine was seen. On the cheeks and chin 
there were many fine red papules. These were hyperkeratotic but contained no visible spine. 
Some were pustular, and all showed signs of inflammation, which gave the face a ruddy hue. 
On the scalp there were a few small, circular, whitish, scaly lesions, in the scales of which 
were myceliums and spores of a fungus. 

Other than slight pigmentation of the conjunctiva, no ocular abnormalities were found. 
Dark adaptation, measured with a three point adaptometer, was four-ninths normal. 

The nasal mucosa was covered with dirty crusts. The lips were dry. The gums were 
hypertrophic and retracted, but not spongy, and bled easily. The tongue was clean. The 
voice was normal. The lungs were normal except for musical rales on both sides. The area 
of cardiac dulness was not enlarged. There was a systolic murmur at the base. The second 
pulmonic sound was split and was louder than the aortic second sound. The abdomen was 
normal. 

There were some tenderness of the calf muscles and some hypesthesia to contact with the 
brush and pin over both legs, but not on the feet. The biceps and triceps reflexes were 
normal. The knee reflexes were obtained only after reenforcement. Ankle reflexes were absent. 

Laboratory Examination —Occasional epithelial cells were seen in the urine. No differ- 
entiation between keratinized and nonkeratinized cells was made. 

The red blood cells numbered 4,730,000 per cubic millimeter, with a hemoglobin content 
of 15.8 Gm. The white blood cell count was 9,280, and the differential distribution was 60 
per cent polymorphonuclear neutrophils, 1 per cent eosinophils, 6 per cent monocytes and 
33 per cent lymphocytes. 
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The bromsulphalein test of hepatic function showed a trace of the dye in the blood at the 
end of thirty minutes. 

Analysis of the fasting gastric contents showed 5 degrees of free acid and 7.2 degrees 
of combined acid. After injection of histamine the free acid measured 8 degrees and the comm- 
bined acid 13 degrees. 

The Wassermann and Kahn reactions of the blood were normal. The value for blood 
calcium was 8.2 mg. and for phosphorus 3.8 mg. per hundred cubic centimeters. The albumin 
of the plasma measured 2.95 Gm. and the globulin 3.4 Gm. per hundred cubic centimeters. 

Clinical Course and Treatment.—While he was in the hospital, the patient received a diet 
poor in vitamins A and C. He was given daily 30 drops of a vitamin A concentrate in oil 
containing 30,000 international units of vitamin A per cubic centimeter. 


Fig. 5 (case 5).—Diffuse involvement of hair follicles due to vitamin A deficiency in a 14 
year old boy, before treatment. 


Improvement in the condition of the skin was apparent after seven days of treatment. 
On the twelfth day after admission the patient was given 45 cc. of cod liver oil daily in 
place of the concentrate. This amount of cod liver oil was equivalent to approximately 
63,000 international units of vitamin A. 

Dark adaptation was normal twenty-four days after the beginning of treatment. No earlier 
tests except the one on admission were made. 

After thirty-four days of treatment the cutaneous lesions had healed, hyperpigmented spots 
and occasional atrophic scars being left at the sites of the follicular orifices (fig. 6). 


The profusion of follicular lesions in this patient was a striking phenomenon. 
In no other instance has such a widespread eruption of lesions of this magnitude 
been encountered. 
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In addition to the manifestations of vitamin A deficiency, it is probable that this 
patient also exhibited some of the early signs of beriberi. Evidence of a deficiency 
of the antineuritic factor of the vitamin B complex was had in the presence of 
tenderness of the calf muscles, sensory disturbances of the legs and absence of 


ankle reflexes. 


Fig. 6 (case 5).—A, follicular hyperkeratosis, with projecting horny spines in a youth 
14 years of age. Hyperpigmentation of the conjunctiva was the only ocular sign of vitamin A 
deficiency. B, the results of dietary therapy over a period of five weeks on the lesions shown 
in A, 


An interesting, and perhaps significant, feature of this case was the lesions of 
the face. These closely resembled acne in the presence of an inflammatory element, 
a tendency toward pustulation and the distribution. Intrafollicular keratosis was 
mild as compared with similar lesions elsewhere on the body. Had it not been that 
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the facial components of the eruption resolved along with those of the trunk and 
extremities, one would have been tempted to consider them the lesions of common 
acne of adolescence. This resemblance may provide a clue to the explanation of 
the difference in the way infants and children, on the one hand, and young adults, 
on the other, responded to a deficiency of vitamin A so far as it affected the 
pilosebaceous structures of the skin. 

The similarity of the epithelial changes produced by a deficiency of vitamin A 
and those produced by the physiologic action of estrogenic substance on the vaginal 
mucosa is worth noting in this connection. Both induce hyperplasia and keratini- 
zation of epithelium. It seems not unreasonable to assume that the disturbed cel- 
lular metabolism may depend on the same, or closely related, biochemical faults 
associated with the two factors. 

It may be true that the high incidence of follicular hyperkeratosis among adoles- 
cents is intimately related to a state of endocrine imbalance at this period of life. 
The increasing function of the sexual glands may play a part in conditioning the 
pilosebaceous structures to respond more readily with a keratinizing metaplasia or 
hyperplasia of epithelium. This could account for the absence of major lesions of 
the hair follicles among infants and explain their appearance in a gradually pro- 
gressive form as the child grows older and puberty approaches. It would also 
explain the maximal development of the follicular lesions in adolescence and their 
diminished frequency with increasing age. 


SUMMARY AND CONCLUSIONS 


A series of cases of vitamin A deficiency is described in which the progressive 
development of follicular hyperkeratosis of the skin was shown to be correlated 
with the age of the subject. Among infants and children of prepubertal age such 
lesions occur infrequently, and the younger the child the milder the degree of 
follicular damage. 

The earliest clinical sign of cutaneous involvement was simple xerosis of the 
surface epithelium. This was accompanied by histologic evidence of keratotic 
changes in the epithelium of some of the hair follicles. Other follicles seemed to 
have escaped damage, as judged by the absence of structural abnormalities. 

An atrophic stage, characterized by thinning of the epidermis, was observed in 
the skin of the youngest patients, who presented only xerosis of the skin. At 
puberty, and during the period of adolescence, the follicular lesions attained their 
greatest magnitude. 

The relation of the pathologic changes in the pilosebaceous structures was so 
correlated with the age of the patient as to suggest that the state of sexual develop- 
ment was the critical factor conditioning the response of these structures to a 
deficiency of vitamin A. 


University of Texas School of Medicine, Galveston, Texas. 
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ACQUIRED HYPERSENSITIVITY TO THE CHLORINATED 
ETHYLAMINE VESICANTS 


REPORT OF A _ CASE 


LEON GOLDMAN, M.D. 


AND 
ROBERT R. McNARY, Pu.D. 


CINCINNATI 


In 1935 Ward' reported briefly on the vesicant qualities of B, 8’, B”-trichlo- 
rotriethylamine, either as the base or as the hydrochloride. He suggested that with 
nitrogen compounds three chloroethyl groups are necessary before vesicant action 
may be noted. 


The forearm seven days after the application of the amine. 4, vesicular reaction in the 
amine area; B, subsiding focal reaction in the hydrochloride area; C, subsiding focal reaction 
in the hydrochloride area; D, old heavy mustard agent scars; E, maculopapular dermatitis over 
the forearm and elbow. 


REPORT OF CASE ® 


To test a person known to be very sensitive to bis-8-dichlorodiethylsulfide (mustard agent), 
8, B’, 8”-trichlorotriethylamine hydrochloride was prepared in the manner described by Ward 
and isolated in the form of clear white crystals. The free amine (8, 6’, 8”-trichlorotri- 
ethylamine) was obtained from the hydrochloride by treating an aqueous solution of the latter 
with a sodium carbonate solution. The free amine separated as an oil, colored slightly brown 
but darkened slowly on standing. 

The crystals of the hydrochloride were suspended in alcohol (95 per cent) and applied on the 
flexor surface of the forearm. A drop was applied with a metal rod on each of two areas. 
The drop was wiped from one area with a pledget of cotton moistened with water. The other 


From the Kettering Laboratory of Applied Physiology of the College of Medicine of the 
University of Cincinnati. 
1. Ward, K., Jr.: The Chlorinated Ethylamines—A New Type Vesicant, J. Am. Chem. 


Soc. 57:914 (May) 1935. 
15 


2 
— 
— 
‘ | 


16 ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


drop was allowed to dry, and after approximately one and one-half hours the skin was washed 
with soap and water. No reaction was noted that day. The next day an erythema-edema 
reaction occurred in both areas. The lower area (wiped off immediately after contact) 
measured 0.3 cm. across and the upper 0.5 cm. across. Small pinhead-sized vesicles occurred 
only after forty-eight hours. Fresh vesicles continued to appear, with only slight pruritus, for 
four days. After the fifth day these vesicles began to dry, and scaling continued for about one 
week more. 

Ten days after the application of the hydrochloride, a drop of the free amine was put on the 
same arm approximately 3.5 cm. from the proximal hydrochloride lesion, which had healed 
almost entirely. The free amine was applied with a metal rod of the same size as that used 
before, and the heavy oil was used in full strength. The skin was not washed. In two hours 
there was some pruritus of the entire arm, without visible reaction at the site of the free amine 
but with a definite areola of intense redness about each of the healed hydrochloride areas. This 
reaction increased, and in four to five hours erythema appeared, first around the hydrochloride 
areas and then in the amine area. Soon small vesicles were visible about the hydrochloride 
areas and pruritus became intense. In twelve hours the reaction had spread. The arm became 
red and edematous, the vesicles about the old hydrochloride areas were larger, vesicles appeared 
on the amine site and a diffuse maculopapular dermatitis spread over the entire flexor surface of 
the forearm and extended upward on the elbow. This reaction continued to spread for three 
or four days. Then small pompholyx-like vesicles appeared on several fingers of the same 
hand. No vesicles were found on the other hand or on the feet. The reaction remained 
stationary for four to five days and then subsided gradually. The test sites continued to 
desquamate for four weeks. At the time of writing there is slight pigmentation of the amine 
area only. At no time was there any reaction at the old, thick mustard agent scars on that 
forearm or at the mustard agent-scarred areas on other parts of the body. 

At the height of the reaction the following substances were applied by the simple drop test 
method on the flexor surface of the other forearm, without any reaction: (1) triethanolamine 
—full strength; (2) choline—80 per cent in a freshly prepared oxycholesterol-petrolatum 
ointment, and (3) lecithin—20 per cent in soy bean oil mixture. 

Several weeks later the following additional materials were employed in tests that likewise 
gave negative results: (1) ethylene chlorohydrin—full strength; (2) ethyl chloride—spray, and 
(3) cephalin—full strength. 

One month later tests with the following materials, made in a similar manner, gave negative 
results: (1) diethanolamine—full strength; (2) methyl diethanolamine—full strength; (3) 
tetraethanol ammonium hydroxide—full strength, and (4) triethanolamine—full strength. 

Ethylsulfide had been employed many months previously with negative results. 


SUM MARY 


In a person of known sensitivity to bis -dichlorodiethylsulfide (mustard agent), 
applications of 8, #’, B’-trichlorotriethylamine to the skin caused slight reactions 
when the hydrochloride was used. Ten days later an application of the free 
amine caused first a focal erythema and then a papulovesicular reaction about 
the healed hydrochloride lesions. Following this, there was a severe reaction of 
the entire forearm, with a vesiculobullous reaction in the amine area. Contact 
drop tests with triethanolamine, choline, lecithin, ethylene chlorohydrin, ethyl 
chloride, cephalin, diethanolamine, methyl diethanolamine and tetraethanol ammo- 
nium hydroxide gave negative results. In this sensitive person, then, B, ~’ B’- 
trichlorotriethylamine was a strong eczematogenic agent. There was no focal 
reaction in any of the areas scarred with mustard agent. 


733 Carew Tower. 
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VITAMIN A STUDIES IN CASES OF KERATOSIS 
FOLLICULARIS (DARIER’S DISEASE) 


SAMUEL M. PECK, M.D. 
Senior Surgeon (R), National Institute of Health, United States Public Health Service 


BETHESDA, MD. 
AND 


ARTHUR W. GLICK, M.D. 


HARRY H. SOBOTKA, Pu.D. 


AND 
LOUIS CHARGIN, M.D. 


NEW YORK 


In 1941 Peck, Chargin and Sobotka’ published their preliminary report on 
investigations which led them to the conclusion that keratosis follicularis (Darier’s 
disease) is a vitamin A deficiency syndrome. The present paper embodies 
extended observations on 10 cases of this disease. Four of the cases were 
reported in our first paper, and in 3 of them continued observation was possible. 


MATERIALS AND METHODS 


A quantitative estimation of vitamin A in the blood serum was carried out by Dr. Susan 
Kann with a photoelectric colorimeter according to the method of Carr and Price.2 The 
lower normal limits obtained with this method are variously given as 60 to 90 U. S. P. 
units of vitamin A per hundred cubic centimeters of blood serum. In cases 1, 3, 4, 8 and 9 
Dr. Selig Hecht, of the department of biophysics of Columbia University, used his excellent 
method of determining dark adaptation as a gage of vitamin A deficiency in human beings.* 
In a few cases the amounts of cholesterol, cholesterol esters and total lipids were determined. 

The study covered a period of approximately two years. Three patients were males and 
7 females. Their ages varied from 12 to 57 years. Four of the patients studied were 2 
mothers and their daughters. There was no familial incidence among the other patients. 

Blood for the determination of vitamin A was always drawn in the morning before 
breakfast and the specimens were taken to the laboratory within an hour. In some cases 
more than twenty determinations of the vitamin A and carotene contents of the blood were 
made over the two year period. Histologic examination of cutaneous lesions was made in 
every case. As the lesions changed in character, other biopsies were made. In the majority 
of the cases at least two specimens were examined. 


REPORT OF CASES 


Case 1—E. S., a white man, who was reported on in detail in our first publication,! 
was free from any cutaneous lesions as long as he took between 150,000 and 200,000 U. S. P. 
units of vitamin A a day. 


This work was made possible by a grant from the New York Foundation. 

From the Dermatological Service and Laboratories of the Mount Sinai Hospital, and 
from the Skin and Cancer Unit of New York Post-Graduate Medical School and Hospital. 

1. Peck, S. M.; Chargin, L., and Sobotka, H.: Keratosis Follicularis (Darier’s Disease), 
Arch. Dermat. & Syph. 48:223-229 (Feb.) 1941. 

2. Carr, F. H., and Price, E. A.: Colour Reactions Attributed to Vitamin A, Biochem. 
J. 20:497, 1926. Dann, W. J., and Evelyn, K. A.: Determination of Vitamin A with 
Photoelectric Colorimeter, ibid. 32:1008 (June) 1938. The instrument used, known as the 
photelometer, is made by the Central Scientific Co., Chicago. 

3. Hecht, S., and Mandelbaum, J.: The Relation Between Vitamin A and Dark Adap- 
tation, J. A. M. A. 112:1910-1916 (May 13) 1939; Dark Adaptation and Experimental 
Human Vitamin A Deficiency, Am. J. Physiol. 130:651-664 (Oct.) 1940. 
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Case 2.—D. C., a white man, born in Italy, was previously reported on.1 He has been 
under observation since 1936. 

Clinical Examination—In September 1940 he presented widespread involvement of the 
skin, the face and neck and the so-called seborrheic areas of the chest and back being affected. 
The lesions extended along practically the whole length of the spinal column in an irregular 
band (fig. 1). The axillas and groins were also affected. On the dorsa of the hands were 
lesions which were almost skin colored and which could be felt rather than seen. Papules 
could also be felt in the thenar and hypothenar eminences of the palms. A few lesions were 
noted on the soles. On the legs, especially the extensor surface of the lower third of each 
leg, large hyperkeratotic papules could be seen (fig. 2). 


Fig. 1 (case 2).—Distribution of keratotic papules on the back before vitamin A therapy 
(September 1940). 


Treatment and Course.—In our first report! it was shown that when the patient was 
given 200,000 U. S. P. units of vitamin A per day by mouth there was progressive improve- 
ment in the eruption. The lesions on the back underwent involution, and where the papules 
had been there were left brownish pigmented spots or what appeared to be a central atrophic 
area with a surrounding zone of pigmentation. The lesions on the leg regressed slowly, and 
many are still present, although much flatter. The palmar and dorsal lesions of the hands 
also responded slowly to treatment. By April 1941 the facial lesions had disappeared, and 
the back was smooth but showed the pigmented spots just described. 

The vitamin therapy was discontinued in June 1941 for two months. On the whole, there 
was little recurrence where the lesions had completely disappeared. Where they had not 
entirely cleared the first sign of recurrence could be found. 
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During the following year of observation it was seen that the recurrence slowly progressed 
if vitamin A therapy was discontinued. The lesions could again be controlled with oral 
administration of 200,000 U. S. P. units of vitamin A per day. From Jan. 10 to June 6, 1942, 
about 100,000 U. S. P. units of vitamin A was given intramuscularly once a week. By May 
there was definite recurrence of the lesions. 

Histologic Examination—A biopsy on Sept. 1, 1936 of material from a hyperkeratotic 
papule on the back showed some parakeratosis, the classic picture of keratosis follicularis, 
with its decided hyperkeratosis, corps ronds, grains and acantholysis (fig. 3). 


Fig. 2 (case 2).—Large hyperkeratotic papules on the leg which were still present several 
months after initiation of vitamin A therapy (Nov. 17, 1940). 


Biopsy on Nov. 9, 1940 of material from the area of a disappearing lesion on the back showed 
no evidence of corps ronds or grains. A number of edematous cells, however, with centrally 
located nuclei, were still present. Immediately below the epidermis was some inflammatory 
reaction, consisting of edema, lymphocytes and dilated capillaries (fig. 4). 

On March 4, 1942 a biopsy was made of material from an area situated at about the twelfth 
thoracic vertebra, consisting of dead white skin, of irregular outline, which looked like a scar. 
The lesions were seen as scattered small spots, 0.25 cm. in diameter, in an area about the size 
of a palm, with no surrounding pigmentation. A similar group of patches was seen on the 
right shoulder. It was difficult to know whether they were sites of previous papules. Micro- 
scopic examination revealed moderate hyperkeratosis. The epidermis, except for its being 
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reduced to six or seven layers, seemed normal. There were no changes characteristic of 
keratosis follicularis. No real atrophy was present. There was a difference in the staining 
quality of the collagen. The upper third of the cutis appeared washed out and took a deeper 
eosinophilic stain. The elastic tissue immediately below the epidermis was somewhat diminished. 


Case 3.—P. K., a married white woman, born in the United States, was previously 
reported on.! The eruption appeared fourteen years before we saw her. She was the mother 
of a 7 month old child, who showed no manifestations of the disease, and was the only 
member of her family so affected. She had been under observation in the Mayo Clinic six 
years before with an eruption, which was diagnosed as keratosis follicularis. The diagnosis 
was confirmed histologically. 

Clinical Examination—The patient was obese but showed no evidence of any organic 
disease. Examination on Sept. 30, 1940 revealed brownish keratotic papules in the skin between 
her breasts; the lesions were isolated or grouped in plaques. Many of the isolated papules 
were follicular. The markings of the skin were accentuated. Some hair follicles showed 
plugs but no papules. Identical changes were seen along the spinal column from about 
the tenth thoracic to the fourth lumbar vertebra. In the folds of the neck similar processes 


Fig. 3 (case 2).—Photomicrograph of a hyperkeratotic papule on the back (x 90), show- 
ing the classic picture of keratosis follicularis, with hyperkeratosis, parakeratosis, acantholysis 
and the presence of corps ronds and grains. 


existed, but here they were in the form of plaques. Lesions were seen in groups on the 
mons veneris, and isolated papules were noted on the flexor surface of the left elbow. 


Laboratory Studies—The basal metabolic rate was +28 per cent. Examination of the 
blood on Sept. 20, 1940 showed 48 U. S. P. units of vitamin A and 128 micrograms of 
carotene per hundred cubic centimeters of serum. After the patient had been given 200,000 
U. S. P. units of vitamin A a day by mouth, the blood serum, on November 19, contained 
99 U. S. P. units of vitamin A and 135 micrograms of carotene per hundred cubic centi- 
meters. The intake of vitamin A was reduced to 150,000 U. S. P. units a day, and examination 
of the blood on Feb. 5, 1941 showed 70 U. S. P. units of vitamin A and 200 micrograms 
of carotene per hundred cubic centimeters of serum. On March 3 the patient entered 
Mount Sinai Hospital for removal of the gallbladder. The administration of vitamin A 
was discontinued about a week prior to admission (February 21), and she was given a salt-free 
diet. Examination of the blood on March 5 showed 17 U. S. P. units of vitamin A and 24 
micrograms of carotene per hundred cubic centimeters of serum. On October 31, after she 
had taken daily 200,000 U. S. P. units of vitamin A by mouth the level of vitamin A had 
risen to 114 U. S. P. units per hundred cubic centimeters of blood serum, while the carotene 
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content was 50 micrograms. On December 2, when the same amount of vitamin A was being 
taken, the vitamin A content was 128 U. S. P. units and the carotene content 66 micrograms 
per hundred cubic centimeters of serum. The total cholesterol measured 254 mg., the cholesterol 
esters 196 mg. and the total lipids 450 mg. per hundred cubic centimeters. 

Dark Adaptation—An ocular examination, performed by Dr. Hecht on Oct. 3, 1940, 
when the patient had taken vitamin A for only eleven days, showed that her dark adaptation 
was one-tenth normal. <A _ second test, on May 8, 1941, when the patient had not taken 
vitamin A for some time, showed that her dark adaptation was even poorer than on the first 
examination. 

Treatment and Course.—Treatment with oral doses of 200,000 U. S. P. units of vitamin A 
per day was instituted on Sept. 22, 1940. By November 12 the lesions exhibited decided 
involution. The papules along the spine and the back of the neck were indicated only by 
faint red marks. Nothing at all could be seen of the lesions on the left elbow. In both 
axillas there was still evidence in the form of red, moist, slightly raised papules, but they felt 
smooth. The lesions between the breasts had disappeared, red spots being left. The vitamin 
A content of the blood at that time was well within the normal range. The patient was able 
to prevent subsequent recurrences by taking 150,000 U. S. P. units of vitamin A a day by 


Fig. 4 (case 2).—Photomicrograph taken Nov. 9, 1940 of a specimen from a disappearing 
lesion on the back (x 90). The epidermis presents a practically normal appearance. Below 
the epidermis there is a localized inflammatory reaction. 


mouth. On March 3, 1941, when the patient was admitted to the hospital for removal of 
the gallbladder, after discontinuation of the vitamin A therapy and institution of a salt-free 
diet for one week, the vitamin A content of the blood had dropped to a low level (17 U. S. P. 
units per hundred cubic centimeters of serum). On March 10 there was the first indication 
of recurrence of the eruption along the spine and under the breasts in the form of areas of 
brownish pigmentation. The lesions could not yet be felt. Biopsy of one of these lesions 
showed beginning evidence of keratosis follicularis. 

The gallbladder was removed on March 20, and with the use of compound solution of 
iodine U. S. P. the basal metabolic rate was reduced to + 14 per cent. The recurrence of 
the disease was extremely slow, although vitamin therapy was not used. 

On June 9 the patient presented recurrent lesions on the chin and forehead and along 
the hair line as single isolated hyperkeratotic papules. They were more noticeable along 
the spine and under and between the breasts, where they presented almost the same appear- 
ance as the original lesions. The palms and soles were free; the nails were soft. 

She immediately, on June 13, was given daily doses of 200,000 U. S. P. units of vitamin A 
by mouth, and July 18 she showed great improvement, with only a few red spots indicating 
the sites of the lesions. 
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Case 4—C. N., a white woman aged 28, a patient of Dr. Frank C. Combes, was seer 
first on Oct. 21, 1940. She stated the eruption had begun nine years previously on the hands 
and feet and had progressed gradually. The family history revealed that the patient’s great- 
grandmother, grandmother, mother and 2 uncles had the same disease. The patient had no 
living brothers and sisters. 

Clinical Examination—The patient walked with great difficulty because of the lesions on 
the soles. As a result of the palmar involvement the hands were closed with difficulty. 
The scalp was covered with thick gray scales and crusts. On the forehead, the sides of the 
face, the neck, the chest, the hands, the back and the lower extremities there were firm, 
grayish or brownish papules, from a pinhead to a pea in size, many of which were covered 
by firmly adherent, brownish, greasy, horny crusts. Some of the lesions were discrete, while 
others, especially those on the back and in the sacral region, showed a tendency to become 
confluent. The palms and soles presented an area of waxy keratosis, about % to 34 inch 
(1.3 to 1.9 cm.) in thickness (fig. 5). 

Laboratory Studies—Examination of the blood on Nov. 4, 1940 showed 47 U. S. P. 
units of vitamin A and 153 micrograms of carotene per hundred cubic centimeters of serum. 
When she was given 200,000 U. S. P. units of vitamin A a day by mouth, the value for 
vitamin A quickly rose; by December 3 it was 84 U. S. P. units per hundred cubic centi- 
meters of blood serum, while that for carotene was 82 micrograms. When 300,000 U. S. P. 
units of vitamin A a day was taken by mouth, the vitamin A in the blood serum rose to 
288 U. S. P. units and the carotene remained at 49 micrograms per hundred cubic centi- 
meters. The vitamin therapy was stopped on Sept. 7, 1941; apparently sufficient vitamin 
had been deposited in the body, since on October 21 the vitamin A content of the blood was 
73 U. S. P. units per hundred cubic centimeters of serum. The total cholesterol of the 
blood measured 254 mg., the cholesterol esters 193 mg. and the total lipids 472 mg. per 
hundred cubic centimeters. 

Dark Adaptation—Ocular examination, performed by Dr. Hecht on Novy. 25, 1941, 
showed normal dark adaptation. It is to be noted that the patient had then received large 
doses of vitamin A for three weeks. 

Treatment and Course—The patient was given 200,000 U. S. P. units of vitamin A_ per 
day by mouth, beginning on Nov. 4, 1940. By the end of December the lesions on the face 
and scalp had improved, and her ability to close her hands was definitely increased. The 
lesions on the palms and soles slowly cleared. Figure 6 shows the amount of improvement 
after months of treatment. On the last examination, in August 1942, there was still distinct 
involvement of the palms and soles, although nothing like that which was present before. 
The lesions of the face and chest had disappeared, with only occasional flat papules remaining. 
The scalp was free of scales. 

Case 5.—M. B., a white woman aged 47, born in the United States, the mother of C. N. 
(case 4), was of the third generation to be affected with the disease. Her mother and 
grandmother were known to have had the disease, as well as 2 maternal uncles, a sister and 
a brother. The patient also had latent syphilis of long standing and had received anti- 
syphilitic treatment. 

Clinical Observations —The patient showed typical patches of the disease on the forehead, 
the back of the neck and the scalp. There was decided thickening of the skin of the palms 
and soles. Under the breasts, between the breasts and along the dorsum of the spine were 
hyperkeratotic papules and confluent patches of hyperkeratosis, which were brownish gray. 
The keratosis of the soles was so thick and there was so much pain on walking that the 
patient was practically bedridden. 

Laboratory Studies —Determinations on Nov. 12, 1940 showed 67 U. S. P. units of 
vitamin A and 47 micrograms of carotene per hundred cubic centimeters of blood serum. 
After administration of 200,000 U. S. P. units of vitamin A a day for four days, the vitamin 
A content was increased, on May 28, 1941, to 78 U. S. P. units per hundred cubic centi- 
meters of serum. Urinalysis showed the presence of arsenic. 

Biopsy of a typical lesion on May 16, 1941 showed decided hyperkeratosis, with some 
acanthosis. The epidermis around one of the hair follicles showed corps ronds high up in 
the stratum granulosum. Many more typical corps ronds were seen elsewhere. 

Treatment and Course.—The patient was given 200,000 U. S. P. units of vitamin A a 
day, and by June 19, 1941 the palms appeared better; some of the lesions on the body had 
also improved, but the condition of the feet was not appreciably changed. 
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Fig. 5 (case 4).—Lesions on the soles, showing intense hyperkeratosis (Nov. 14, 1940). 


Fig. 6 (case 4).—Great improvement in the lesions (figure 5) after vitamin A therapy 
(April 25, 1941). 
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Case 6.—R. O., a white woman aged 56, born in Italy, had been under observation sinc: 
1934. 

Clinical Examination—In September 1940 the patient presented follicular hyperkeratotic 
plugs and papules on the forehead and temples, some of which were confluent. Similar 
lesions and scales were seen on the scalp. Under the breasts were many brownish papules 
and follicular plugs. The backs of the hands and of the fingers showed many papules. The 
palms and soles were free of lesions. General physical examination showed no abnormalities. 

Laboratory Studies—On November 12 examination of the blood showed that with the 
patient on a normal diet, which included fairly large amounts of olive oil and butter, the 
vitamin A content was 51 U. S. P. units and the carotene content 194 micrograms per 
hundred cubic centimeters of serum. She was given 200,000 units of vitamin A per day by 
mouth, and by December 3 the vitamin A content of the blood had risen to 82 U. S. P. 
units and the carotene content to 217 micrograms per hundred cubic centimeters of serum. 
Numerous examinations of the blood were made. The vitamin A therapy was discontinued 
on July 26, and it was interesting to note that on November 8 the level of vitamin A in 
the blood was still fairly well maintained, the vitamin A content being 98 U. S. P. units 
and the carotene content 120 micrograms per hundred cubic centimeters of blood serum. 

Histologic Examination.—Biopsies of the lesions on June 7 and November 16 showed 
acanthosis, intercellular edema and typical corps ronds. 

Treatment and Course—On Nov. 12, 1940 the patient was given 200,000 U. S. P. units 
of vitamin A per day by mouth. By April 1941 there was noticeable improvement in 
all the involved areas, especially those on the neck and under the breasts. The backs of 
the hands were practically free of lesions; the forehead, too, showed striking improvement. 
This improvement slowly continued. The administration of vitamin A was discontinued on 
July 26. The original manifestations slowly returned, so that by November there was definite 
recurrence, especially under the breasts and on the sides of the neck, but the face remained 
fairly clear. The disease seemed to recur in sites originally affected; no new, previously 
uninvolved, areas were implicated. The patient was again given 100,000 U. S. P. units of 
vitamin A a day by mouth, with slow improvement. She was then given 100,000 U. S. P. 
units of vitamin A intramuscularly once a week, from December 20 to Feb. 14, 1942. The 
improvement was slow, and even though the intramuscular dose was increased to 200,000 
U. S. P. units a week by the end of May, she was improving only slightly. 


Case 7.—J. O., a white woman, born in the United States, daughter of R. O. (case 6), 
first noticed brown spots on the left side of the neck in 1931. In 1934, in the space of two 
to three months, there appeared brownish, rough areas on the sides of the neck, on the 
face and on the body. There was no itching, and up to the present the eruption has remained 
fairly stationary. 

Clinical Examination—The general condition of the patient was normal. On the sides 
of the neck, over the temples, on the scalp, in both axillas, in the intermammary region and 
in the genitourinal region there was characteristic cutaneous involvement. The primary 
lesions consisted of hyperkeratotic papules, varying from dark brown to purplish. Many of 
them were follicular. The lesions were single or grouped to form patches and larger areas 
with no definite border. In areas such as the axillas single papules were less distinct, and 
we saw there large areas of scaling and redness, but at the periphery the single papules were 
again distinct. On the scalp the lesions consisted rather of a diffuse scaling, which extended 
from the lesions on the forehead. The diffuseness was not like that of seborrhea. 

The course of the disease varied; sometimes there was some spontaneous regression, but 
not to the point at which the lesions disappeared. There were no lesions on the upper and 
lower extremities. 

Laboratory Studies—Histologic examination in January 1941 showed typical keratosis 
follicularis. 

On Jan. 13, 1941 the vitamin A content of the blood was 58 U. S. P. units and the caro- 
tene content 315 micrograms per hundred cubic centimeters of serum. 

Treatment and Course-—On January 18 the daily administration of 200,000 U. S. P. units 
of vitamin A was started. While the lesions on the face seemed somewhat better, by Feb- 
ruary 1 there developed an acute exacerbation of the previously dry patches of keratosis 
follicularis on the back and chest. There the skin was erythematous and covered with an 
oozing dermatitis. These areas were also decidedly pruritic. The dose of vitamin A was 
reduced to 100,000 U. S. P. units a day. By February 8, a week later, there were many 
vesicles in the areas of keratosis follicularis on the right shoulder and over the chest. On 
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‘ebruary 15 the intake of vitamin A was again increased to 200,000 U. S. P. units a day. 
fhe area on the left shoulder previously described was now a confluent patch of inflam- 
matory lesions, thickly studded with vesicles, vesicopustules and crusts. The area was sore 
to the touch. By March 8 it had extended to include a great deal of the back. On the 
other hand, the lesions on the face seemed better. 

The vitamin A therapy was stopped on March 8. Examination of the blood on March 7 
showed 23 U. S. P. units of vitamin A and 25 micrograms of carotene per hundred cubic 
centimeters of serum. The vitamin A content of the blood serum seemed to have dropped 
in spite of the administration of large doses of vitamin A by mouth. This might account 
for the lack of response, or rather the peculiar changes in the keratosis follicularis. 

On March 27 treatment with daily oral doses of 200,000 U. S. P. units of vitamin A 
was again begun. By May there was considerable clinical improvement. On May 14 
examination of the blood showed 90 U. S. P. units of vitamin A and 43 micrograms of 
carotene per hundred cubic centimeters of serum. The rise in the vitamin A content was 
parallel with the clinical improvement. 

The vitamin A therapy was discontinued on June 1. On June 23 the blood again showed 
a decrease in vitamin A, to 33 U. S. P. units per hundred cubic centimeters of serum, and 
the carotene content was 54 micrograms. The eruption slowly recurred. When doses of 
100,000 U. S. P. units were again given there was slow improvement, and the vitamin A 
content of the blood serum again rose. 

On December 20 the administration of vitamin A by mouth was discontinued, and intra- 
muscular injections of 200,000 U. S. P. units of the vitamin were given once a week. Occa- 
sional larger doses, of 350,000 U. S. P. units, were employed but their injection proved too 
painful. The normal level of the vitamin was maintained, but the clinical improvement was 
not as evident as when 100,000 to 200,000 U. S. P. units of vitamin A a day was taken by 
mouth. 

A biopsy on Feb. 7, 1942 of a recurrent lesion showed the typical changes of keratosis 
follicularis. 


Case 8—R. A., a white girl aged 12 years, presented an eruption which was first noted 
on the face when she was 3 years old. No other member of the family was affected. 

Clinical Examination—The general physical examination showed no abnormalities except 
for the cutaneous lesions. The scalp showed a great deal of crusting and scaling and many 
hyperkeratotic lesions. On the eyebrows, forehead and cheeks were many _ hyperkeratotic 
papules. On the sides of the neck, between the breasts and on the back between the shoulder 
blades were single hyperkeratotic papules and plaques. On the palms were scattered papules, 
which were more easily felt than seen. On the dorsa of the fingers and of the hands were 
papules of the classic type. On the backs of the legs were scattered hyperkeratotic papules; 
a few were seen on the soles. In the groin, too, there were a few lesions. 

Laboratory Studies—A biopsy showed typical keratosis follicularis. On March 26 there 
were 35 U. S. P. units of vitamin A and 63 micrograms of carotene per hundred cubic 
centimeters of serum. The total cholesterol measured 222 mg., the cholesterol esters 135 mg. 
and the total lipids 382 mg. per hundred cubic centimeters. 

On April 3 study of the dark adaptation showed that the cone threshold was slightly above 
normal and the rod threshold just within normal. 

Treatment and Course—From April 4 to May 11 daily doses of 150,000 U. S. P. units 
of vitamin A were given by mouth. The level of vitamin A in the blood did not change 
much. Clinically there was slight improvement. From May 11 to June 2 doses of 300,000 
U. S. P. units were given. There was not much improvement; in fact, some of the areas 
seemed to be weeping. In spite of the large doses, the level of vitamin A in the blood rose 
only slightly. 

Study of the dark adaptation on June 30 showed little change, and Dr. Hecht reported 
that the cone threshold was at the upper range of normal while the rod threshold was above 
the upper normal limit. For the next few months the patient took 150,000 U. S. P. units 
of vitamin A a day. The level of the vitamin A slowly rose to normal, but the slight 
clinical improvement did not keep pace with this rise. New lesions were seen in areas not 
affected when the patient was first observed. This patient is the only one who manifested 
no improvement, in spite of large doses of vitamin A. 

Although large doses of vitamin A were given, the level in the blood rose but slowly, 
until on June 2 it was 60 U. S. P. units per hundred cubic centimeters of serum. There 
was little, if any, improvement in the subsequent months, and the dose of vitamin A was 
reduced to 150,000 U. S. P. units a day, this dose being given until December 20. The level 
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of vitamin A in the blood on October 25 was 117 U. S. P. units and it had dropped to only 
92 U. S. P. units per hundred cubic centimeters of serum at the last examination, in December. 


\ 


This case can be said to represent a therapeutic failure. While the vitamin .\ 
content of the blood could be maintained at a normal level with high doses oj 
vitamin A, the dermatologic manifestations were not influenced at all; the dark 
adaptation was little, if at all, affected. 


Case 9.—G. H., a white man aged 27, as far as his parents could inform us, first showed 
manifestations of the present eruption when he was 10 years of age. There was no family 
history of a similar disease. He had been under the care of Dr. J. Gardner Hopkins for 
many years. 

Clinical Examination—When he was first seen by us, on Jan. 9, 1941, he was in good 
physical condition except for the eruption. 


He presented scattered papules on the forehead and the cheeks. The scalp was relatively 
free of lesions. Behind the ears and on the back of the neck there were many scattered 
follicular and nonfollicular hyperkeratotic papules. Scattered and grouped lesions of a similar 


Fig. 7 (case 9)—A, typical hyperkeratotic papules in and around the axillas (Jan. 9, 
1941). B, complete disappearance of the lesions shown in A after vitamin A therapy (April 


25, 1941). 


type were seen on the trunk and the arms. Scattered lesions were also seen over the legs. 
The axillary regions were especially the site of many hyperkeratotic papules (fig. 7 A), 
which often had become confluent to form moist, red patches in the areas of the skin in 
which there was contact. Many hyperkeratotic papules extended downward from the axillas. 
The palms showed a moderate number of hyperkeratotic, yellowish papules. On the dorsa 
of the fingers were large plaques of hyperkeratotic skin, which caused the formation of 
cracks over the joints. There was some hyperkeratosis of the soles, especially the heels, and 
of the achilles tendon. Many scattered papules extended along the external margins of the 
feet. The inguinal regions presented lesions similar to those in the axillas. 

Histologic Examination—Biopsy, on Jan. 2, 1941, of a specimen from one of the lesions 
on the hand showed the characteristic picture of keratosis follicularis. 

Vitamin A Studies—Twenty examinations of the blood for vitamin A and carotene were 
made from Jan. 15, 1941 to March 5, 1942. On the first examination, on Jan. 15, 1941, the 
vitamin A content was 66 U. S. P. units and the carotene content 163 micrograms per 
hundred cubic centimeters of blood serum. During the whole period of observation the 
patient was given 200,000 U. S. P. units of vitamin A by mouth daily, and for about a 
month the dose was 300,000 U. S. P. units a day. With this dose a level of vitamin A in 
the blood of about 90 U. S. P. units per hundred cubic centimeters was maintained. On 
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‘)ctober 21 and December 16 the level of vitamin A increased to 144 and 149 U. S. P. units 
ver hundred cubic centimeters of serum respectively, while that of carotene was 83 and 117 
micrograms respectively. Subsequent examinations of the blood while the patient was receiv- 
ing the same dose showed a decrease of vitamin A again to 90 U. S. P. units. 

Laboratory Studies——Determination of the lipids on Dec. 16, 1941 showed 220 mg. of 
cholesterol, 135 mg. of cholesterol esters and 454 mg. of total fats per hundred cubic 
centimeters. 

Dark Adaptation—Figure 8 illustrates the results of studies on dark adaptation from 
Jan. 17 to Dec. 5, 1941. On January 17 and 21 dark adaptation tests showed a definitely 
higher threshold than normal. On February 21, after oral administration of large doses of 
vitamin A, dark adaptation was definitely improved with thresholds just within the normal 
limit. On December 5 dark adaptation was normal. 

Clinical Course —This patient presented a striking illustration of the effects of vitamin A 
on keratosis follicularis. As can be seen from figure 7 B, there was an excellent response 
to therapy. The lesions on the body responded much better and more quickly than those 
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Fig. 8 (case 9).—Results of studies in dark adaptation (Prof. Selig Hecht). According 
to Hecht and Mandelbaum, the dotted area indicates the course of the dark adaptation in 
80 per cent of the population. On January 17 and 21, 1941 the patient’s dark adaptation 
showed a higher threshold than normal. On December 5, after administration of vitamin A 
subsequent to the last examination, dark adaptation was normal. 


on the palms and soles. At the time his body was practically free of lesions, there were 
still lesions behind the ears and on the hands. 

At times, even while the lesions on the body were clearing, a scaling dermatitis would 
develop on the eyelids and around the mouth, which was difficult to influence. This was 
most evident during the summer. At no time was there any evidence of changes in the 
mucous membrane. 


Case 10.—L. G., a white woman aged 22, gave no family history of a similar eruption. 
The disease had apparently been present for about five years. 

Clinical Examination—No abnormalities except the eruption were noted. There was a 
typical picture of keratosis follicularis around the temples, on the cheeks, on the sides of 
the neck and between the breasts. Few lesions were present on the palms. The scalp 
showed slight scaling. 

Laboratory Studies—Examination of the blood on March 24, 1941 showed a vitamin A 
content of 40 U. S. P. units and a carotene content of 63 micrograms per hundred cubic 
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centimeters of serum. The patient was given 200,000 U. S. P. units of vitamin A by mouth, 
and reexamination of the blood on April 20 showed 28 U. S. P. units of vitamin A and 39 
micrograms of carotene per hundred cubic centimeters of serum. 

A biopsy, performed at the Lebanon Hospital, showed a typical picture of keratosis 
follicularis. 

Clinical Course—The patient responded poorly to the vitamin A therapy in the first few 
months of treatment. This response corresponded with the results of examination of the 
blood, since she apparently was not absorbing enough vitamin A to cause any rise in the 
level in the blood. Subsequently, as the treatment continued, there was slow, but steady, 
improvement. Unfortunately, studies of the blood could not be continued, so that the rela- 
tion between the clinical course and the level of vitamin A in the blood could not be com- 
pared. By June 28, 1941 she was entirely free of lesions. 


COMMENT 


Vitamin A and Carotene.—In 8 cases the initial levels of vitamin A in the 
blood were below normal; in 2 cases they were at the lower limits of normal. 
There was apparently no relation between the level of vitamin A and that of 
carotene, and, as far as we could determine, the value for carotene bore no rela- 
tion to the course of the disease. 

In cases in which the initial levels of vitamin A in the blood were approxi- 
mately the same and the same doses of vitamin A were given, the rapidity of the 
rise of the vitamin A in the blood serum showed.a decided variation. In some 
cases, notably case 2, it took months before there was an appreciable rise in the 
vitamin A in the blood serum, and a value greater than 77 U. S. P. units per 
hundred cubic centimeters of blood serum was not obtained at any time. In others, 
for instance in case 1, there was a rapid rise of the vitamin A in the blood serum 
to a value far in excess of the normal. 

When administration of the vitamin A was discontinued, there was often a 
prompt drop in the vitamin A content of the blood serum. If the blood serum 
showed a high titer of vitamin A, especially if the vitamin therapy had been con- 
tinued for a long time, the amount of vitamin A in the blood serum dropped 
slowly, and even months after the ingestion of the vitamin had been discontinued, 
it was still within normal limits. 

Total Blood Lipids—In 4 cases determinations of the total cholesterol, the 
cholesterol esters and the total lipids of the blood were made. The values were 
found to be within normal limits. Since single determinations were made after 
vitamin A therapy had been instituted for some time, no definite conclusions can 
be drawn from these results. 

Dosage.—The average dose of vitamin A was 200,000 U. S. P. units per day, 
taken in the form of 50,000 U. S. P. units per capsule.t Doses of between 150,000 
and 200,000 U. S. P. units per day by mouth were necessary for continuous improve- 
ment in the majority of cases. After normal amounts in the blood had been 
sustained for a number of months, the daily dose could be reduced to 100,000 
U. S. P. units for some time, without recurrence. However, it was necessary to 
increase the dose to 200,000 U. S. P. units a day for intervals of weeks and months 
to prevent recurrences. 

Occasionally a number of the patients were given 300,000 U. S. P. units per 
day, and in a few instances even larger daily doses. While this produced appre- 
ciable increases in the values of vitamin A in the blood, it sometimes caused 
peculiar cutaneous reactions, which will be discussed later. 


4. The capsules of vitamin A were donated by Bendiner and Schlesinger, New York, 
and consisted of natural vitamin A concentrate from fish oils, 400,000 U. S. P. units per 
gram, diluted with corn oil. 
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We shall report in another paper on our experiments with intramuscular 
injections of vitamin A. The intramuscular route of administration of vitamin A 
as been found impractical for the treatment of keratosis follicularis. Concentrates 
oi vitamin A in sesame oil of more than 100,000 units per cubic centimeter produce 
extremely painful nodules at the sites of injection, which persist for a long time. 
The injection of 1 cc. containing 100,000 U. S. P. units is well tolerated. Since 
approximately 1,000,000 U. S. P. units a week is needed in the average case of 
keratosis follicularis for the production and maintenance of clinical improvement, 
daily injections would have to be given. We have injected as much as 500,000 
U. S. P. units of vitamin A at one time in a number of instances. Not only were 
the lesions painful, so that this form of therapy finally had to be discontinued, but 
it was felt that there was no evidence of accelerated clinical improvement even 
with this dose given by the intramuscular route. On the contrary, we thought 
that the clinical response was much better with the oral route of administration. 

Dark Adaptation.—Studies of the dark adaptation were made by Dr. Selig 
Hecht in 5 cases. In 2 of them the results were within normal limits, but the 
examinations were made after the patients had taken large doses of vitamin A for 
some time. In 3 cases studies were made before vitamin A therapy was initiated, 
and it was found that the thresholds for dark adaptation were distinctly higher 
than normal. 

Figure 8 is a striking graphic representation of the results of dark adaptation 
studies in case 9. A study made on Jan. 17 and Jan. 21, 1941 showed a distinctly 
higher threshold than normal. Another examination, on February 21, showed that 
the dark adaptation at that time, one month after the daily administration of 200,000 
U.S. P. units, was just within the limits of normal. A study made on December 5 
showed that the dark adaptation had become normal. 

Clinical Studies——In only 1 of the 10 cases we are reporting (case 8) did 
clinical improvement fail to occur with vitamin A therapy. The patient was the 
youngest in our series. The initial level of vitamin A in the blood was low, and 
the values for dark adaptation were higher than normal. As far as we could 
judge from clinical and histologic examinations, her condition was like that of 
our other patients. The level of vitamin A in her blood rose slowly, even with 
large doses of vitamin A, and her dark adaptation also showed a slow return to 
normal. At first there was clinical improvement; then the vitamin A therapy 
seemed to have no effect, although the patient was cooperative and persisted in 
the treatment. In fact, when she was given 300,000 U. S. P. units of the vitamin 
per day, there seemed to be an exacerbation of some.of the lesions. 

The clinical response in the other 9 cases varied with the peculiar features of 
the keratosis follicularis in each case. Such lesions as severe hyperkeratoses of the 
palms and soles improved slowly. It may take several years for such lesions to 
return to normal. The papular elements may regress in several months. It was 
possible for us to render some of the patients practically free of all lesions; in 
others, while there was decided improvement, even after months of vitamin A 
therapy a few isolated lesions could still be found. This was especially true of 
lesions behind the ears, on the dorsa of the fingers and on the palms and soles. 

One patient (case 2) showed peculiar changes in the skin when the lesions 
underwent involution. The sites of previous papules over the spinal column and 
the scapulas were indicated by depigmented, white spots, which looked like small 
areas of atrophy or scleroderma. In most cases as the lesions healed they became 
flattened and gradually lost their scales, until finally there remained a brown 
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pigmented spot, which was level with the surrounding skin. In many instances 
the lesions disappeared, a normal skin remaining. 

When the vitamin A therapy was discontinued, the recurrences seemed to 
take place in approximately the sites of the original eruption. During hot weather, 
but sometimés even during the winter, there would be sudden exacerbations of 
the disease, even when apparently adequate amounts of vitamin A were being 
given. The exacerbations seemed to be in the nature of an inflammatory lighting 
up of specific areas. In some instances an eruption which resembled seborrheic 
eczema developed around the eyes, on the sides: of the nose and around the mouth, 
or redness and a papular eruption, of rather an exanthematous type, appeared in 
the axillas or under the breasts in women. This instability of reaction was never 
noted in the large isolated papules and nodules. In a number of instances we 
obtained the impression that doses in excess of 200,000 U. S. P. units per day 
caused exudation and crusting in the lesions. This was especially striking in 
case 7. 

In the histologic sections it could be seen that the edema was the first to 
disappear with vitamin A therapy. Gradually the acanthosis and hyperkeratosis 
cleared. The pathologic keratosis, the corps ronds, was the last evidence of the 
disease. When an exacerbation took place after apparently too much vitamin A 
had been administered, the reaction was indicated clinically by oozing in previ- 
ously dry lesions and histologically by intense edema. The edematous feature was 
also evident in the new areas of recurrence. 

Four of our patients were 2 mothers and their daughters. One of these (case 
4) was in the fourth generation so affected. The other 6 patients had no familial 
history of the disease. 

Michelson,®> Abramowitz,® Sweitzer,’ Barwasser,* Cannon,’ Gross '° and Sut- 
ton '! have also reported favorable clinical results in cases of keratosis follicularis 
with large doses of vitamin A. Greenbaum’ gave 3,000,000 U. S. P. units of 
vitamin A in one month, with no results. It is evident from our cases that several 
months may elapse before the lesions show any involution, even with large doses 
of the vitamin. 


SUMMARY AND CONCLUSIONS 


Ten cases of keratosis follicularis (Darier’s disease) have been studied. 

In 8 of the cases the vitamin A content of the blood serum was below normal 
levels, and in 2 cases it was at the lower limits of normal. The carotene content 
of the blood was within normal limits. 

In the 5 cases in which studies of dark adaptation were made, good correlation 
was obtained between the threshold for dark adaptation and the vitamin A defi- 


5. Michelson, H. E.: Keratosis Follicularis (Darier’s Disease), Arch. Dermat. & Syph. 
45:628 (March) 1942. 

6. Abramowitz, E.: Darier’s Disease, Arch. Dermat. & Syph. 45:976 (May) 1942. 

7. Sweitzer, S. E.: Keratosis Follicularis (Darier’s Disease), Arch. Dermat. & Syph. 
45:628 (March) 1942. 

8. Barwasser, N. C.: Keratosis Follicularis (Darier) Treated with Vitamin A, Arch. 
Dermat. & Syph. 44:961 (Nov.) 1941. 

9. Cannon, A. B.: Keratosis Follicularis, Arch. Dermat. & Syph. 44:1163 (Dec.) 1941. 

10. Gross, P.: Pityriasis Rubra Pilaris and Vitamin Therapy, Arch. Dermat. & Syph. 
44:270 (Aug.) 1941. 

11. Sutton, R., Jr.: Personal communication to the author. 

12. Greenbaum, S., in discussion on Swartz, J. H.: Darier’s Disease (Keratosis Follicu- 
laris), Arch. Dermat. & Syph. 45:417 (Feb.) 1942. 
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ciency as evidenced by the vitamin A content of the serum. The threshold for 
dark adaptation was higher than normal before vitamin A therapy was instituted. 

In 9 of the cases there was gradual improvement of the cutaneous lesions with 
oral administration of approximately 200,000 U. S. P. units of vitamin A daily. 
‘his was preceded by a restoration of the vitamin A content of the blood serum to 
normal. When vitamin A therapy was discontinued, there were a gradual return 
of the cutaneous manifestations of this disease and a decrease in the vitamin A of 
the blood to the former low level, even when the diet contained adequate amounts 
of vitamin A for the normal person. 

The first histologic evidence of improvement was the decrease in the epidermal 
edema, a striking pathologic feature. The last pathologic change to disappear 
was the dyskeratosis, i.e., the corps ronds. 

Keratosis follicularis (Darier’s disease) is a disease of vitamin A deficiency. 
There seems to be either a hereditary or an acquired weakness in absorption of 
vitamin A or in conversion of provitamin A to vitamin A which reflects itself 
in the skin as a dyskeratosis. 


894 Madison Avenue. 
521 Park Avenue. 
1 West Eighty-Fifth Street. 
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VITAMIN A STUDIES IN CASES OF ICHTHYOSIS 


SAMUEL M. PECK, M.D. 


Senior Surgeon (R), National Institute of Health, United States Public Health Service 
BETHESDA, MD. 
AND 
ARTHUR W. GLICK, M.D. 
AND 


LOUIS CHARGIN, M.D. 
NEW YORK 


Recent investigations by Peck and his co-workers * on Darier’s disease (kera- 
tosis follicularis) and by Brunsting and Sheard * on pityriasis rubra pilaris seemed 
to indicate that disturbances in vitamin A metabolism may reflect themselves in 
cutaneous changes which have been considered specific dermatologic entities. 
Unlike the changes in the skin due to A avitaminosis, these changes may occur 
in cases of the two diseases previously mentioned when there are adequate amounts 
of vitamin A in the diet. 

A rather ambitious program of investigation was undertaken, comprising 
studies of vitamin A metabolism in cases of diseases of the skin characterized by 
disturbances in keratinization. Unfortunately, the work has been interrupted by 
the war and the entrance of one of us into active service. Studies in 2 cases of 
ichthyosis are here reported. 


MATERIALS AND METHODS 


Determinations of vitamin A were carried out by Dr. Susan Kann according to the method 
of Dann and Evelyn,’ as has previously been described.14 The studies of dark adaptation were 
made by Prof. Selig Hecht, of the biophysics laboratories of Columbia University. The normal 
vitamin A content of the blood serum, according to our results, is between 60 and 100 U. S. P. 
units per hundred cubic centimeters of serum. 


REPORT OF CASES 


Case 1.—History.—L. B., a white boy aged 15 years, born in the United States, had had 
an eruption since birth. His sister was similarly affected. 

The patient’s general physical condition was good. He presented generalized dryness and 
scaling of the skin, which had been diagnosed on many occasions as typical ichthyosis. The 
follicular hyperkeratosis on his arms and thighs was particularly striking. The nails were 
unaffected. While the scalp showed diffuse scaling, no particular plugging of the hair follicles 
was noted. There were no changes of the mucous membranes suggestive of vitamin A 
deficiency. 


Dark Adaptation—Examination on April 23, 1941 showed that the cone portion of the 
curve was on the upper margin of the normal, rather than directly within it. With respect 
to dark adaptation there was little evidence of vitamin A deficiency, and, if present at all, the 
degree was slight and may have shown itself in the cone vision. 


This study was aided by a grant from the New York Foundation. 

From the Dermatological Service and the Laboratories of Mount Sinai Hospital. 

1. (a) Peck, S. M.; Chargin, L., and Sobotka, H.: Keratosis Follicularis (Darier’s 
Disease), Arch. Dermat. & Syph. 43:223-229 (Feb.) 1941. (b) Peck, S. M.; Glick, A. W.; 
Sobotka, H. H., and Chargin, L.: Vitamin A Studies in Cases of Keratosis Follicularis 
(Darier’s Disease), Arch. Dermat. & Syph., this issue, p. 17. 

2. Brunsting, J. A., and Sheard, C.: Dark Adaptation in Pityriasis Rubra Pilaris, Arch. 
Dermat. & Syph. 43:42-61 (Jan.) 1941. 

3. Dann, W. J., and Evelyn, K. A.: Determination of Vitamin A with Photoelectric 
Colorimeter, Biochem. J. 32:1008-1017, 1938. 
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Vitamin A Studies.—Thirteen determinations of the vitamin A and carotene contents of 
the blood were made from April 20, 1941 to May 19, 1942. At the first examination there 
were 20 U. S. P. units of vitamin A and 29 micrograms of carotene per hundred cubic centi- 
meters of blood serum. 

Treatment and Course.—The patient was given daily 200,000 U. S. P. units of vitamin A 
by mouth, Examination of the blood on May 5 showed 66 U. S. P. units of vitamin A and 
64 micrograms of carotene per hundred cubic centimeters of serum. With continuation of the 
same dose, examination of the blood on May 23 showed 139 U. S. P. units of vitamin A 
and 78 micrograms of carotene per hundred cubic centimeters of serum. Another determina- 
tion, made on May 27, showed a vitamin A content of 94 U. S. P. units and a carotene 
content of 63 micrograms per hundred cubic centimeters of blood serum. 

The eruption had apparently improved, and we were much encouraged. However, we did 
not become too enthusiastic over our results, since we knew that there is a tendency for 
patients with ichthyosis to improve in the summer. During July and August 1941 the improve- 
ment was striking. The patient continued to take 200,000 U. S. P. units of vitamin A a day 
throughout the winter, and, as December approached, there was a gradual recurrence of the 
eruption, although examination of the blood on December 23 showed 85 U. S. P. units of 
vitamin A and 78 micrograms of carotene per hundred cubic centimeters of serum, values well 
within the normal. 

It was then decided to try the parenteral route of administration of vitamin A. From 
Dec. 14, 1941 to Jan. 30, 1942 the patient was given intramuscular injections of vitamin A once 
a week. For the first three weeks the dose was 100,000 U. S. P. units per injection; 200,000 
U. S. P. units per injection was given for the next three weeks, and the last two injections 
consisted of 500,000 U. S. P. units each. Blood taken on Jan. 31, 1942 showed a vitamin A 
content of 84 U. S. P. units and a carotene content of 143 micrograms per hundred cubic 
centimeters of serum. The last injection of 500,000 U. S. P. units was given on January 30, 
the day before the blood was taken. There was no clinical improvement which could be 
attributed to the intramuscular route of administration of the vitamin. 

On February 6 the patient was again given 200,000 U. S. P. units of vitamin A daily by 
mouth. Blood taken on February 28 showed a vitamin A content of 127 U. S. P. units and 
a carotene content of 114 micrograms per hundred cubic centimeters of serum. The eruption 
was definitely worse than it was during the summer, and vitamin A apparently caused no 
improvement. 

The oral administration of vitamin A was stopped on April 11, and the blood serum on 
April 21 showed 72 U. S. P. units of vitamin A and 77 micrograms of carotene per hundred 
cubic centimeters. 

Beginnnig with April 23, after oral administration of vitamin A was stopped, the patient 
was given 350,000 U. S. P. units of vitamin A intramuscularly once a week for four weeks. 
At the sites of injection hard nodules developed, which were painful and could be felt for weeks ; 
so the injections had to be discontinued. Examination of the blood on May 9 showed a vitamin 
A content of 88 U. S. P. units and a carotene content of 104 micrograms per hundred cubic 
centimeters of serum. 

Since some of the vitamin A concentrates used for injection were in cod liver oil, it was 
thought worth while to note the effect of injections of cod liver oil alone. On May 9, 11, 
14, 16 and 19 the patient was given 1 cc. of sterile cod liver oil intramuscularly. Examination 
of the blood on May 14 showed a vitamin A content of 104 U. S. P. units and a carotene 
content of 97 micrograms per hundred cubic centimeters of serum and on May 19 88 U. S. P. 
units of vitamin A and 86 micrograms of carotene. , 

The injections of cod liver oil had to be discontinued because a large red swelling had 
developed at the site of the last injection; simultaneously the sites of previous injections became 
hot and indurated. These reactions gradually subsided. Just as in the previous year, the 
patient’s skin began to improve with the advent of summer, although no further vitamin A was 
given. 

Case 2.—History.—M. R., a white housewife aged 26, had generalized ichthyosis, which her 
mother said was noted soon after the patient’s birth. It was especially noticeable that the flexor 
surfaces of the body were affected as much as the extensor surfaces. 

Dark Adapiation.—Study of the dark adaptation made on June 30, 1941 showed that both 
the cone and the rod threshold were definitely above the upper range for normal subjects. 

Vitamin A Studies—From June 21, 1941 to March 24, 1942 seven determinations of the 
vitamin A and carotene contents of the blood were made. Examination on June 21 showed 
34 U. S. P. units of vitamin A and 15 micrograms of carotene per hundred cubic centimeters 
of serum. 
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Treatment and Course—The patient was given 200,000 U. S. P. units of vitamin A a day 
by mouth; this treatment was followed by definite improvement in the eruption. The improve- 
ment was apparently greater than that usually occurring in the summer. By the end of July 
she was taking 300,000 U. S. P. units of vitamin A a day and continued to take this amount 
until October 23. Examination of the blood on October 16 showed 149 U. S. P. units of 
vitamin A and 66 micrograms of carotene per hundred cubic centimeters of serum and on 
October 30, 135 U. S. P. units of vitamin A and 97 micrograms of carotene. 

In spite of the tremendous doses of vitamin A and the decided rise in the vitamin A content 
of the blood serum, the scaling became more evident. She was again given 200,000 U. S. P. 
units of vitamin A a day, and examination of the blood on December 2 showed a vitamin A 
content of 92 U. S. P. units and a carotene content of 104 micrograms per hundred cubic 
centimeters of serum. 

Examination of the blood lipids on December 2 showed a total cholesterol content of 
244 mg. per hundred cubic centimeters, with 84 per cent cholesterol esters, and a fat content of 
345 mg. per hundred cubic centimeters. 

The administration of vitamin A was continued at 200,000 U. S. P. units a day, and 
examination of the blood on March 24, 1942 showed a vitamin A content of 73 U. S. P. 
units and a carotene content of 116 micrograms per hundred cubic centimeters of serum. In 
winter there was a recurrence of the generalized scaling. However, she showed improvement 
over a similar period during the previous year, when no vitamin A was taken. 


COM MENT 


In both cases the levels of vitamin A in the blood serum were greatly below 
normal at the beginning of our investigation. Studies of the dark adaptation showed 
in case 1 a cone threshold at the upper level of normal and in case 2 a cone and 
a rod threshold definitely above the upper range for normal subjects. In view 
of the observations on the blood, one might expect much greater abnormalities 
in the dark adaptation test. In both cases it was easy to raise the level of vitamin 
A in the blood to normal and even higher than normal, by the oval administration 
of 200,000 U.S. P. units or more of vitamin A daily. There was no advantage 
in the intramuscular route of administration of vitamin A; as a matter of fact, 
as has been pointed out previously,’® it was not the route of choice. 

Clinical improvement which could be attributed to the vitamin A therapy was 
slight, if any. Apparently there is a disturbance in vitamin A metabolism, which 
is reflected in the changes in the blood and in the dark adaptation, but what 
relation the ichthyotic changes bear to this disturbance is not clear. In contra- 
distinction to the results observed in cases of keratosis follicularis there are no 
dyskeratotic changes, and apparently the eruption can be little influenced by large 
doses of vitamin A. 

SUMMARY 


Vitamin A studies were made in 2 cases of congenital ichthyosis. The levels 
of vitamin A in the blood were decidedly below normal. Studies of dark adapta- 
tion showed a cone threshold at the upper limit of normal in case 1 and a rod and 
cone threshold well above normal in case 2. These observations apparently 
indicate a relation between vitamin A metabolism and the condition of the skin 
in such cases. 

Large doses of vitamin A, whether given orally or intramuscularly, easily 
restore the level of vitamin A in the blood to normal. Even if such a normal 
level is maintained for a long time, there is little, or no, effect on the clinical 
course of the disease. 


894 Madison Avenue. 
521 Park Avenue. 
1 West Eighty-Fifth Street. 
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INTRAVENOUS ADMINISTRATION OF 
SOBISMINOL SOLUTION 


TOXICITY IN NORMAL AND IN SYPHILITIC RABBITS 


P. J. HANZLIK, M.D. 
AND 


F. P. LUDUENA, M.D., Pu.D.* 


SAN FRANCISCO 


Sollmann and Seifter * have recently demonstrated that the toxicity of sobisminol 
solution N. N. R. and of sodium bismuth citrate administered intravenously can 
be reduced about one-half if the injection is made slowly by a drip method analogous 
to that proposed for arsenicals in the treatment of syphilis. While the tolerance 
to antisyphilitic doses of bismuth compounds administered by the drip method 
was not very gratifying, the question whether the temporary increase in dosage 
secured in this way was actually more efficient against the spirochetes and in 
treatment of the lesions seemed worth answering. We were requested by Dr. 
Sollmann to obtain the answer, if possible, with the use of rabbits with experi- 
mental syphilis. We chose sobisminol solution for this purpose because Sollmann 
and Seifter found this compound to be the least toxic of three bismuth compounds 
tried intravenously and because of the extensive experience with the drug in this 
institution. However, it was surprising to find that sobisminol solution was 
more toxic in syphilitic than in normal rabbits and that a spirocheticidal dose 
could not be attained by the drip method. This, of course, confirms the long- 
suspected undesirability of the intravenous use of bismuth compounds. The 
detection of a higher toxicity of bismuth in a host infected with syphilis and our 
attempts to correlate this observation with a reduced ascorbic acid level in the 
blood appeared worthy of record. The results obtained are presented briefly in 
this report. 

METHOD 

The slow intravenous drip method used was essentially that of Sollmann and Seifter except 
that the rabbits were tied down on a board. Sobisminol solution N. N. R. was diluted to 
exact strengths and injected in volumes of 85 to 100 cc. per kilogram of body weight, or in 
a total volume of 250 cc. As a rule, the injections were well tolerated, without immediate 
physical disturbances in the animals. After the injection was completed, each rabbit was 
returned to its cage and fed the routine laboratory diet of rolled oats and alfalfa. 

While sobisminol solution N. N. R. is stable in high dilution with water or dextrose solution 
without hydrolysis or precipitation, the long periods of infusion, up to eight hours, used in 
the drip method result in some opalescence. Such opalescence does not occur when the 
diluent for the solution is propylene glycol, which, furthermore, is relatively nontoxic. How- 
ever, several tests for comparative acute toxicity in 8 rabbits of solutions prepared with 
propylene glycol and with dextrose, used individually each in 5 per cent strength, and with 
a mixture of the two, demonstrated that the dextrose solution was better tolerated than the 


propylene glycol. For instance, hemolysis and hematuria occurred in all animals given the 


- — the Department of Pharmacology and Therapeutics, Stanford University School of 
edicine, 

* Fellow of the Argentine Association for the Advancement of Science and Professor 
Adjunto de Farmacologia, Facultad de ciencias médicas, Rosario, Argentina. 

1. Sollmann, T., and Seifter, J.: Intravenous Toxicity of Soluble Bismuth Compounds: 
Their Toxicity and Their Sojourn in the Blood and Organs, J. Pharmacol. & Exper. Therap. 
74:134, 1942. 
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propylene glycol dilution, but not in the animals given the preparation with dextrose solutivn. 
Therefore, dextrose solution was used as the diluent, as directed by Sollmann and Seifter. 
Table } presents the toxicity of different doses of sobisminol solution by the drip method in 
21 syphilitic and 57 normal rabbits, or a total of 78 rabbits. All doses of sobisminol solution 
are expressed as bismuth per kilogram of body weight. 


TOXICITY IN SYPHILITIC AND IN NORMAL RABBITS 


It is seen that the mortality with different doses of sobisminol solution was 
definitely greater in the syphilitic than in the normal rabbits. That is, with doses 
of 2 to 2.5 mg. of bismuth per kilogram of body weight, 71 per cent of 14 syphilitic 
rabbits died in a median of four days, while only 41 per cent of 16 normal rabbits 
died in a median of nine days. These two groups were the largest which were 
compared on the basis of the same range of dosage. Although both groups 
showed variations in the period of survival, the longevity of the syphilitic rabbits 
was reduced about one half. The longevity of syphilitic rabbits given a dose of 
5 mg. of bismuth per kilogram of body weight was even less, death occurring in a 
median of one and six-tenths days (range, less than one to four days), as against 
a median of eight days (range, less than one to thirteen days) for the controls. 


TasLe 1—Moriality of Syphilitic and of Normal Rabbits Receiving Sobisminol Solution 
Intravenously by the Drip Method 


Dose of Survival 
= No. of Mg. of Bismuth Mortality, Range, Median, 
4 Rabbits per Kg. Percentage .Days Days 
17 9.4 to 9.65 98 3 to 12 7 
21 4to5 62 <1 to 13 8 
16 2 to 2.5 41 3to9 9 
3 1 0 * 
14 2to 26 71 <ltos 4 


* The sign for infinity indicates reeovery. 


All the 5 syphilitic rabbits died, while only 62 per cent of the 21 normal rabbits 
died. The number of animals in the two groups were not comparable, and it is 
possible that the percentage mortality of the normal rabbits would have been 
different if the group had been limited to 5 rabbits, as was the syphilitic group. 
However, a mortality of 62 per cent is less than 71 per cent, the mortality rate of 
a comparable number of syphilitic rabbits which received half the dose of bismuth. 
Keven doses of 9.4 to 9.65 mg. of bismuth per kilogram, which is almost twice the 
lower range of 4 to 5 mg. for the normal rabbits, did not cause a mortality of 
quite 100 per cent, the mortality actually being 93 per cent. Death with the 
highest doses occurred in a median of seven days (range, three to twelve days), 
which was only a trifle shorter than the survival period of eight days with half 
the dose. Difficulties with epidemics of diarrhea in the colony of syphilitic rabbits 
during the progress of this work prevented us from increasing the tests with 
higher doses. It was believed that the more crucial dose was the range of 2 to 
2.5 mg. of bismuth per kilogram. Here the number of animals in the two groups 
were comparable, and there was a definite trend toward a higher toxicity in the 
syphilitic rabbits. The dose of 1 mg. of bismuth per kilogram caused no mortality 
among the small number of syphilitic and normal rabbits. The animals receiving 
this dose survived indefinitely, in confirmation of the results of previous experi- 
ments carried out in this department. 


= 
Pal 
4 
= 
— 
aN 
4 
3, 


tion, 
ifter, 
d in 
ition 


HANZLIK-LUDUENA—SOBISMINOL SOLUTION 


SIGNIFICANCE OF THE HIGHER TOXICITY OF BISMUTH 
ADMINISTERED INTRAVENOUSLY 


The significance of the results with the intravenous injections of sobisminol 
«olution, in which death was the criterion of systemic toxicity, was a demonstrated 
lower tolerance for bismuth in the rabbits with the syphilitic infection. This higher 
toxicity was peculiar to the intravenous injections, because other groups of normal 
and syphilitic rabbits given intramuscular injections showed no differences in the 
percentage mortality with a considerable range in doses of sobisminol solution 

N. N. R.). The objection might be raised that the criterion used was too severe, 
and was not therapeutic. However, the problem was to test the feasibility of the 
use of the slow intravenous drip method in animals with a syphilitic infection. 
The outcome of the tests was unfavorable, for the good reason that a dose of 
bismuth definitely less than the known lowest curative antisyphilitic dose given 
intramuscularly, namely, 7 mg. of bismuth per kilogram,’ was not at all tolerated 
intravenously. Even half this dose, which is not curative for experimental syphilis, 
was not tolerated by a large majority of syphilitic rabbits. Another reason was 
that even a surely fatal dose of sobisminol solution, namely, 5 mg. of bismuth per 
kilogram, had no demonstrable effects on the spirochetes and the healing of the 
scrotal lesions in the infected rabbits. The period of survival of these animals 
was, of course, too short for beneficial effects. But the same objection held for 
a small number of the syphilitic rabbits which received the dose of 2 to 2.5 mg. 
of bismuth per kilogram and survived nearly three times as long. In other words, 
it was not possible to give sufficient bismuth intravenously by the drip method 
in treatment of this infection. A rapid intravenous method would obviously be 
out of the question. All this rules out the intravenous route of using a bismuth 
compound in treatment of syphilis in favor of intramuscular or oral administration. 
The oral method, of course, would be limited to the use of sobisminol mass 
(N. N. R.), the only accepted compound for this purpose. 

Since bismuth compounds are about five to ten times as toxic by the intra- 
venous as by the intramuscular route, it is possible that a lower tolerance for 
bismuth in the presence of a syphilitic infection could best be revealed by intra- 
venous injection. This lower tolerance might be due to the fact that the intra- 
venous injection imposes a greater strain on the body than does the intramuscular. 
While syphilitic rabbits appear in good health otherwise, and apparently live a 
normal span of life, practically nothing is known about the possible functional 
impairment of important physiologic systems, especially the circulatory and the 
nervous system. There is also the possibility that syphilitic tissues are more pre- 
disposed to the effects of potent metals. A deficiency or an inadequacy of ascorbic 
acid (vitamin C) in infected animals might decrease the resistance of capillaries 
to toxic doses of bismuth, an action which arsenic compounds are known to exert 
on these vessels. Horne and Scarborough * reported that lowered capillary resis- 
tance precedes petechial hemorrhages as a characteristic of intolerance to therapy 
with arsenicals and bismuth compounds. Several clinical reports * have indicated 


2. Hanzlik, P. J.: Sodium Bismuthate Soluble (Sobisminol) in Experimental Syphilis, 
J. Pharmacol. & Exper. Therap. 59:328, 1937. 

_ 3. Horne, G., and Scarborough, H.: Toxic Manifestations of Antisyphilitic Therapy : 
Further Observations on Capillary Resistance, Lancet 1:412, 1941. 

4. Gyérgy, P.: The Water-Soluble Vitamins, in Luck, J. M., and Smith, J. H. C.: 
Annual Review of Biochemistry, Stanford University, Calif., Annual Reviews, Inc., 1942, 
vol. 11, p. 547. Peryassu, D.: Vitamin C and Intolerance to Gold, Bismuth and Arseno- 
benzenes, Hospital, Rio de Janeiro 17:281, 1940. McDonald, F. M., and Johnson, H. H.: 
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some correlation between reactions or intolerance to arsenicals, bismuth and gold 
and low values for ascorbic acid in the blood. The administration of ascorbic 
acid has mitigated, and even prevented, such reactions. These reactions have 
been essentially dermal, but presumably involved changes in the capillaries. 
Treatment with ascorbic acid is claimed by Marin ® to have accelerated the disap- 
pearance of stomatitis after the administration of mercury and bismuth com- 
pounds. Marin® also claimed to have neutralized one lethal dose of mercury 
bichloride in guinea pigs by injecting intravenously large doses of ascorbic acid 
within ten minutes after ingestion of the poison. Thus it appeared justifiable 
to explore similar possibilities for a low ascorbic acid level in the blood and the 
protective value of ascorbic acid against the greater toxicity of bismuth in cases 
of experimental syphilis. 


RELATION OF BLOOD CONTENT OF ASCORBIC ACID IN RABBITS WITH 
EXPERIMENTAL SYPHILIS AND TOXICITY OF SOBISMINOL 


Bessey’s method,’ with minor technical adaptations, was used for estimations 
of ascorbic acid in the blood plasma of normal and of syphilitic rabbits, with and 
without injections of sobisminol solution. The ascorbic acid content of the plasma 
of 13 normal rabbits of recent market delivery was a median of 0.49 mg. per 
hundred cubic centimeters (range, 0.13 to 0.5 mg.). The ascorbic acid content 
of the plasma of 11 syphilitic rabbits infected with three different strains of 
Spirochaeta pallida was a median of 0.22 mg. per hundred cubic centimeters 
(range, 0.1 to 0.46 mg.). This ascorbic acid content of the plasma corresponded 
to the fifth or sixth week of the infection, when scrotal chancres were present. 
After the normal rabbits were kept for five to six weeks under the same condi- 
tions as the syphilitic rabbits, the ascorbic acid content of the plasma dropped from 
a median of 0.49 mg. to a median of 0.25 mg. per hundred cubic centimeters, 
which was practically identical with that (0.22 mg.) for syphilitic rabbits. In 
other words, the confinement of the rabbits under laboratory conditions, and not 
the syphilitic infection, was responsible for a 50 per cent reduction in the ascorbic 
acid of the plasma. The effects of confinement were further emphasized by the 
fact that the value for ascorbic acid in the plasma of some other animals fresh 
from the market was a median of 0.85 mg. per hundred cubic centimeters, or 
nearly once again as much as that for the confined normal rabbits used for com- 
parison with the syphilitic animals. This decided difference in the blood content 
of a natural vitamin in an animal in confinement might increase its predisposition 
to intercurrent disease or decrease its resistance to toxic agents. Obviously, syphi- 
litic infection did not reduce the capacity for production or storage of this vitamin 
beyond the effects of confinement. If a reduction in ascorbic acid of the body is 
important to a decreased tolerance to the toxic effects of bismuth, the maintenance 
of a high content of this vitamin should increase the tolerance, and perhaps increase 


Ascorbic Acid arid Arsphenamine Dermatitis: Experimental Study, Arch. Dermat. & Syph. 
43:682 (April) 1941. Sande, A.: Gold Therapy and Vitamin C, Klin. Wehnschr. 17:1762, 
1938. Vail, A. D.: Influence of Vitamin C Therapy on Arsenical Sensitivity, J. Missouri 
M. A. 38:110, 1941. Vauthey, M.: Vitamin C (1-Ascorbic Acid) and Tolerance for Chemical 
Medicaments, Ann. d. mal. vén. 32:98, 1937. 

5. Marin, J. V.: Treatment of Mercurial and Bismuth Stomatitis with Ascorbic Acid, 
Rev. méd. de Rosario 31:1127, 1941. 

6. Marin, J. V.: Experimental Treatment of Acute Mercurial Poisoning in Guinea Pigs 
with Ascorbic Acid, Rev. Soc. argent. de biol. 17:581, 1941. 

7. Bessey, O.: A Method for the Determination of Small Quantities of Ascorbic Acid 
and Dihydroascorbic Acid in Turbid and Colored Solutions in the Presence of Other Reducing 
Substances, J. Biol. Chem. 126:771, 1938. 
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‘he longevity and decrease the mortality, of such rabbits given high doses of sobis- 
minol solution by injection. 


The matter was put to test in normal and in syphilitic rabbits, the sobisminol solution being 
injected intravenously by the drip method. The ascorbic acid was always neutralized with 
sodium bicarbonate just before it was used, to avoid decomposition on standing, and then was 
given hypodermically each day for one week before the sobisminol solution was injected. There- 
after the injections of ascorbic acid were continued daily for one week, and frequent checks 
were made on the plasma content of ascorbic acid. The daily injections maintained the ascorbic 
acid content of the plasma well above that of the fresh, the confined and the syphilitic animals. 
The content approached 1 mg. per hundred cubic centimeters, but varied with the dose of 
ascorbic acid, as well as with the individual animal. High doses of ascorbic acid were used 
purposely; they ranged from 50 to 200 mg. per kilogram of body weight. Normal rabbits 
were used in eight groups of 3 or 4, usually 4, animals. Four groups received ascorbic acid 
and four did not, but all groups received sobisminol solution in graded doses ranging from 
2.5 to 9.5 mg. of bismuth per kilogram, the same range of doses used in testing the toxicity 
of sobisminol solution in syphilitic rabbits (table 1). Two pairs of syphilitic rabbits were 


TasLeE 2.—Relation of Administration of Ascorbic Acid and Toxicity of Sobisminol Solution 
Given Intravenously to Normal and to Syphilitic Rabbits 


Dose of 


Sobisminol Daily Dose Survival of 
Solution, Mg. of Individual 
of Bismuth Ascorbic Acid,* Mortality, Rabbits, 
No. of Rabbits per Kg. Mg. per Kg. Percentage t Days 


* Amount injected hypodermically daily for one week before sobismino] solution and daily for one week 
thereafter. 

+ Percentage of deaths within fifteen days after injection of sobisminol solution. 

t Ascorbie acid, 200 mg., was added to the sobisminol solution injected intravenously, in addition to the 
ascorbie acid injected hypodermically. 
§ Syphilitic rabbits. 


given only the smallest dose (2.5 mg. of bismuth per kilogram) of sobisminol solution. The 
results obtained with a total of 34 rabbits are presented in table 2. 


It is seen that the results were essentially negative with respect to the anti- 
toxic action of ascorbic acid, even in exceedingly large doses. The reduction in 
mortality of normal rabbits receiving doses of 2.5 and 4 mg. of bismuth per 
kilogram and ascorbic acid in daily doses of 50 and 200 mg. per kilogram, respec- 
tively, for two weeks was not significant because of the small groups used. That 
is, almost the same difference in percentage mortality occurred between the 
two larger groups which did not receive ascorbic acid (table 2) and the cor-: 
responding, much larger, groups of normal animals, also without the vitamin 
(table 1). The rabbits receiving doses equivalent to 5 and 9.5 mg. of bismuth 
per kilogram were not at all benefited by the administration of 200 mg. of ascorbic 
acid per kilogram daily for two weeks. In addition to the daily medication with 
ascorbic acid, 200 mg. of ascorbic acid was added to the sobisminol solution injected 
into 4 rabbits, each receiving 5 mg. of bismuth per kilogram. Marin found this 
procedure to be lifesaving in cases of mercury poisoning, presumably due to the 
reduction of the metal from the mercuric to the mercurous state. However, the 
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percentage mortality of the ascorbic acid-treated rabbits given sobisminol solution 
remained unaffected as compared with that for the controls without ascorbic acid. 
Both members of a pair of syphilitic rabbits which received daily injections of 
50 mg. of ascorbic acid for two weeks died before a pair of animals which did 
not receive ascorbic acid. The period of survival, also, was not prolonged by the 
rather liberal doses of ascorbic acid given the normal animals (table 2). Since 
the longevity and the mortality of rabbits poisoned with bismuth could not be 
improved on by the rather large amounts and prolonged administration of ascorbic 
acid, further tests were not made. 

This lack of an antitoxic action of ascorbic acid against bismuth administered 
intravenously is not altogether surprising, since beneficial effects of ascorbic acid 
on poisoning from, or reactions or hypersensitivity to, heavy metals is selective and 
limited. For instance, Pillemer, Seifter, Kuehn and Ecker * reported that ascorbic 
acid is of no value for the majority of manifestations of experimental lead poisoning 
in guinea pigs in a state of vitamin C deficiency. However, in patients with hyper- 
sensitiveness or reactions to arsenicals, such as neoarsphenamine, Farmer, Abt 
and Aron® claimed that the concomitant symptoms and hypovitaminosis were 
benefited by the administration of ascorbic acid, a result which might be expected. 
According to these authors, administration of ferrous sulfate also reduced the 
ascorbic acid level of the plasma, but this was not true for bismuth medication of 
syphilitic patients. These authors suggested the desirability of a high ascorbic 
acid intake during certain types of medication with heavy metal compounds. 
According to Marin, any beneficial effects in cases of mercury poisoning are 
obtained only when the ascorbic acid is given early or simultaneously with the 
mercury. Thus, different investigators of the possible benefits to be derived from 
the administration of ascorbic acid in cases of toxicity from, or reaction or hyper- 
sensitiveness to, heavy metals are in agreement that such good effects may be 
expected only with the arsenicals. 

It is clear that the greater toxicity of sobisminol solution in syphilitic than in 
normal rabbits cannot be explained by a deficiency or a low level of ascorbic acid 
in the infected animals. The cause of this observation is not known, and speculation 
is not particularly helpful in the face of so many variables in the action both of 
bismuth and of experimental syphilis. However, suggestive as a possibility is an 
exacerbation of the syphilitic infection by the bismuth, analogous to that which may 
occur clinically with antisyphilitic remedies and is known as the Herxheimer reac- 
tion and which seems to be manifested in animals by increased systemic toxicity. 
It should be remembered that the doses of bismuth used by us caused a con- 
siderable number of fatalities in both normal and syphilitic animals, the difference 


between the two groups being quantitative. 


SUMMARY AND CONCLUSIONS 


1. Sobisminol solution injected intravenously in various doses by a slow drip 
method was found to be about once again as toxic in syphilitic as in normal 
rabbits. 

2. The local lesions and the infection with Spirochaeta pallida were not 
beneficially affected by such injections, as an adequate antisyphilitic dose of bis- 
muth could not be administered owing to lack of tolerance to the metal given 


8. Pillemer, L.; Seifter, J.; Kuehn, A. O., and Ecker, E. E.: Vitamin C in Chronic 
Lead Poisoning, Am. J. M. Sc. 200:332, 1940. 

9. Farmer, C. J.; Abt, A. F., and Aron, H. C. S.: Influence of Arsenicals, Bismuth and 
Iron on the Plasma Ascorbic Acid Level, Proc. Soc. Exper. Biol. & Med. 44:495, 1940. 
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3. The intolerance to intravenous injection and the antisyphilitic inefficiency 
of the dose confirm the long-suspected undesirability of the intravenous use of 
hismuth compounds in the treatment of syphilis. 

4, Although normal and syphilitic rabbits kept in confinement showed definitely 
reduced levels of ascorbic acid in the plasma, the prolonged administration of 
excessive doses of ascorbic acid did net increase the tolerance to sobisminol solu- 
tion given intravenously, nor did this vitamin possess a demonstrable antidotal 
action. 

5. Under the experimental conditions observed, therefore, there was no demon- 
strable relation between hypovitaminosis C and an intolerance to bismuth, such as 
has been reported clinically for the arsenicals and some other heavy metals, includ- 
ing possibly bismuth. The cause of a lower tolerance to sobisminol solution given 
intravenously in cases of experimental syphilis is not known. 


Stanford University School of Medicine. 
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EXFOLIATIVE DERMATITIS 


WITH A LEUKEMOID BLOOD PICTURE INDISTINGUISHABLE 
FROM LYMPHATIC LEUKEMIA 


J. FRANK FRASER, M.D. 
NEW YORK 


On May 14, 1940 Dr. Charles N. Sullivan, of New Britain, Conn., forwarded 
to me for histologic diagnosis a lymph node removed from the left subclavicular 
region of a patient having generalized exfoliative dermatitis, peripheral lymphad- 
enopathy and a blood picture suggestive of lymphatic leukemia. Microscopic study 
of sections showed no evidence of leukemia or other specific disease. The histologic 
diagnosis was chronic lymphadenitis. In this paper I propose to present this 
case as an example of generalized exfoliative dermatitis of unknown origin which 
was erroneously diagnosed as lymphatic leukemia because of the presence of 
a leukemic blood picture and clinical features (enlargerhent of the liver and spleen 
and generalized adenopathy) suggestive of that disease. 


REPORT OF A _ CASE 


History—A 39 year old man, born in the United States of Irish parentage, was admitted 
to the New York Post-Graduate Medical School and Hospital on June 15, 1940. There was 
nothing relevant in the family history. The patient was a heavy drinker ot whisky and a 
moderate smoker. Attacks of dermatitis from poison ivy were common during childhood. 
There was no history of serious illness, drug ingestion or operations. The first symptom 
noted (in 1939) was a deep-seated itching along the spinal column. The itching continued for 
eighteen months without any objective symptoms until about ten weeks previous to the 
patient’s admission to the hospital, when he noticed redness and scaling of the shins. 

Within a few weeks the eruption spread to include the entire trunk, face, scalp and 
extremities. After the appearance of the rash pruritus was no longer a feature; instead 
there was a sensation of burning and stiffness of the entire cutaneous surface. The skin 
was intensely red with branny scaling. There were alopecia and thick crusting of the scalp. 
The finger nails showed longitudinal ridges and slight pitting. Some of the nails were exfoliating. 
There were hyperkeratotic areas on the palms and soles. The teeth were infected; in some 
areas there was purulent gingivitis, with the escape of pus on pressure. The adenopathy 
involved the cervical, axillary, inguinal and pectoral chains. Repeated roentgenograms of 
the chest showed no involvement of mediastinal nodes. 


Physical Examination—The lungs were clear. The apex beat and the left border of 
cardiac dulness were within normal limits, and cardiac tones were of good quality. A short, 
rough systolic murmur could be heard in the second intercostal space just to the left of the 
sternal border (pulmonic area). There was no evidence of an enlarged thyroid or unusual 
cervical pulsation. The liver was not enlarged, and the spleen was not palpable. The tem- 
perature was essentially normal, with an occasional rise to 101 F. The pulse rate varied 
from 80 to 120 per minute. 

Course in the Hospital—The appearance of the skin was not changed by therapy. Oat- 
meal baths, greases and sedatives were used to keep the patient comfortable. The oral sepsis 
improved after the extraction of infected teeth. The lymph nodes varied in size from time 
to time but always remained palpable. A few weeks after the patient’s admission the liver 
showed enlargement and the spleen became palpable. 

Laboratory Data.—Repeated urinalyses (including arsenic determination) and chemical 
examinations of the blood gave essentially normal results. The Wassermann reaction of the 
blood was negative. The ascorbic acid content was less than 0.1 mg. per hundred cubic 
centimeters of plasma. The total white blood cell count varied from 90,000 to 114,000, with 


From the New York Post-Graduate Medical School and Hospital and the Memorial 
Hospital for the Treatment of Cancer and Allied Diseases. 
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‘rom 53 to 84 per cent lymphocytes. The hemoglobin varied from 80 per cent on admission 
i 6&8 per cent in September. The platelets varied from 350,000 to 140,000. The predominant 
cell in the blood smears was lymphoid in type, being larger than the average lymphocyte 
and corresponding to a somewhat immature cell or prolymphocyte. Many cells had some- 
what irregularly shaped nuclei, with indentations or lobulations. A few had typical lympho- 
cytic azure granules. Many of the cells contained cytoplasmic blebs. Some of the large 
cells were monocytes, and in several instances the differentiation between monocytes and 
lymphocytes was difficult or impossible. Although many of the cells were abnormal and 
immature, none could be identified as primitive, or “blast,” cells. Repeated biopsies of the 
skin showed only nonspecific chronic dermatitis, but a section taken on July 10 from an 
area of skin covering an enlarged subcutaneous lymph node revealed a lymphocytic infiltra- 
tion of the upper portions of the corium suggesting lymphatic leukemia (fig. 1). Sections of 
the lymph nodes showed preservation of the normal architecture, but with small germinal 
centers. The most conspicuous changes were widening of the lymph sinuses in the node 
and much proliferation of large cells with clear cytoplasm and irregularly shaped nuclei in 


Fig. 1.—Section of skin showing superficial lymphocytic infiltration in the corium 
(x 100). 


and near the sinuses. These cells were probably reticulum cells or were derived from them. 
In and near.the capsule of the node, foci of lymphocytes and mononuclear cells could be 
seen, especially along the course of blood and lymph capillaries (fig. 2). 


The occurrence of changes in the lymph nodes similar to those reported here 
in cases of chronic dermatitis has been noted by several authors. Hurwitt*? 
reviewed the literature on this subject and reported several additional cases. He 
gave an excellent and detailed account of the histologic changes in the lymph 
node, for which he coined the term “‘dermatopathic lymphadenopathy.” His 
descriptions fit the picture of the lymph nodes in the present case in every detail. 
In none of his cases were there changes in the blood suggestive of leukemia. 


Further Course in the Hospital—On September 16 the patient was transferred to the 
Memorial Hospital for the Treatment of Cancer and Allied Diseases. The various labora- 


1. Hurwitt, E. S.: J. Invest. Dermat. 5:197 (Aug.) 1942. 
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tory tests were repeated, with results similar to those aforementioned. Sfernal puncture 
shewed no evidence of leukemia. The lymphocyte count was only 12 per cent. Sections 
from a lymph node removed for microscopic study showed the changes previously described. 

The patient in the past had done odd jobs of indoor painting. This led Dr. C. P. Rhoads 
(director of the hospital) to suggest the possibility of benzene poisoning. 


Erf and Rhoads? investigated the cases of 9 persons in whom there developed 
“serious disorders of the blood as a result of exposure to benzene fumes.” The 
changes in this series, however, did not parallel those in the case presented here. 


Treatment.—The patient was given large doses of vitamin C and riboflavin. Under the 
direction of Dr. L. F. Craver, roentgen treatments were given as follows: On September 
29 and 30 he was given 30 r (total body irradiation) in a Heublein unit, with the following 
factors: 185 kilovolts, filtration, 1.5 mm. of copper; distance, 295 cm. On October 2 and 3 
he received 30 r of radiation by the Heublein method, with the same factors. Local irra- 
diation was given as follows: on October 17, 100 r to the spleen anteriorly, with 250 kilo- 


Fig. 2—Section of lymph node showing hyperplasia of large -clear cells (reticulum cells) 
in the sinuses (x 100). 


volts and a 1.5 mm. copper filter, at a distance of 50 cm.; on October 18, 100 r to the right 
groin, and on October 19, 100 r to the left groin. 

In December he received additional roentgen therapy at the Hartford Hospital, Hartford, 
Conn., as follows: to the axillas and groins each, a total of 300 r, with 200 kilovolts, filtered 
with 0.5 mm. of copper. About the middle of July 1941 there was evidence of general 
improvement. The following month the dermatitis subsided and palpation revealed no evi- 
dence of adenopathy or enlargement of the liver and spleen. The blood count was within 
normal limits. Dr. Sullivan examined the patient on Oct. 8, 1942 and found him feeling 
well and planning to return to work shortly. 


‘ REVIEW OF THE LITERATURE AND PERSONAL OBSERVATIONS 
Krumbhaar* made the following statement: “Study of the number and 
kinds of leukocytes in the blood, that from the mere hematologic examination 


2. Erf, L. A., and Rhoads, C. P.: J. Indust. Hyg. & Toxicol. 21:421 (Oct.) 1939. 
3. Krumbhaar, E. B.: Am. J. M. Sc. 172:519 (Oct.) 1926. 
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alone may be indistinguishable from one or another of the various types of 
leukemia, determines two categories: (1) Those that present a real difficulty 
in diagnosis from leukemia; (2) those that have a hematologic similarity only.” 
In a series of 10 cases, which included instances of measles and pertussis, acute 
infection with lymphocytosis, acute infection with hemorrhage (2), terminal 
septicemia, bone marrow intoxication (due to mustard gas poisoning), agranulo- 
cytosis, myeloma and a terminal leukemic blood picture (2), this author found 
only 3 that presented a real difficulty in diagnosis. In 1 of these (a case of 
myeloma) the final differential diagnosis from acute leukemia was made only 
at the autopsy table. In 2 cases it was impossible even by postmortem examination 
to make a differential diagnosis between acute leukemia, acute gastric colitis and 
Banti’s disease respectively. Exfoliative dermatitis was not a feature in any of 
Krumbhaar’s cases. Leibowitz,** Wiechmann *® and Chaudhury * reported non- 
leukemic clinical conditions with a leukemoid blood picture. Sexton, Pike and 
Nielson * reported a case of fatal dermatitis exfoliativa due to phenobarbital. 
Winer and Baer® described a case of exfoliative dermatitis due to phenobar- 
hital, with a report of the postmortem examination and a review of the literature. 


The occurrence of exfoliative dermatitis preceding or accompanying members 
of the so-called lymphoblastoma group of diseases is well known. Montgomery 
and Watkins’ pointed out the frequent association of exfoliative dermatitis with 
monocytic leukemia, and Cole*® reported on the relation of this syndrome to 
Hodgkin’s disease. I have observed exfoliative dermatitis and pruritus without 
other signs or symptoms to precede the infiltration and tumor formation stages in 
mycosis fungoides.® 

Cases of exfoliative dermatitis with leukocytosis (not related to the lympho- 
blastoma group) have been reported (Sutton), but in none of these were there 
features which made differentiation from the leukemias difficult. In a case of 
exfoliative dermatitis due to the application of strong mercurial ointment U. S. P. 
which came under my observation there was accompanying inguinal adenopathy. 
A node was removed for microscopic examination, and a pathologic diagnosis ot 
Hodgkin’s disease was made. The prompt recovery of the patient and his continued 
good health over a period of five years proved the incorrectness of the histologic 
diagnosis of Hodgkin’s disease. 

This recalls the cases of Downey, Major and Noble,’® in 4 of which a leukemoid 
blood picture practically identical with that found in chronic myelogenous leukemia 
followed treatment with mercurial ointment. 


3a. Leibowitz, S.: Tuberculous Sepsis with a Myeloblastic Blood Picture, Arch. Path. 


25:365 (March) 1938. 


on 3b. Wiechmann, E.: Miliartuberkulose und sekundare Myeloblastose, Med. Klin. 18: 
6, 1922. 

4. Chaudhury, S. K.: Indian M. J. 35:11 (Jan.) 1941. 

5. Sexton, P. L.; Pike, G. M., and Nielson, A.: Exfoliative Dermatitis and Death Due 
to Phenobarbital, J. A. M. A. 116:700 (Feb. 22) 1941. 

6. Winer, N. J., and Baer, R. L.: Exfoliative Dermatitis Due to Phenobarbital, Arch. 
Dermat. & Syph. 43:473 (March) 1941. 

7. Montgomery, H., and Watkins, C. H.: Minnesota Med. 21:636 (Sept.) 1928; Mono- 
cytic Leukemia, Arch. Int. Med. 60:61 (July) 1937. 

8. Cole, H. N.: Cutaneous Manifestations of Hodgkin’s Disease, Tr. Sect. Dermat. & 
Syph., A. M. A., 1917, p. 192. 

9. Fraser, J. F.: J. Cutan. Dis. 35:793 (Dec.) 1917. 

10. Downey, H.; Major, S. G., and Noble, J. F.: Folia haemat. 41:493 (July) 1930. 
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COMMENT 


One must consider here the question of differential diagnosis in a case in 
which the white blood cell count persisted between 90,000 and 114,000, with 
from 53 to 84 per cent lymphocytes, and blood smears revealed atypical and imma- 
ture lymphocytes. There were also clinical features, such as generalized peripheral 
adenopathy and enlargement of the liver and spleen, which lent strong support to 
the view that the case was one of chronic lymphatic leukemia. Other findings, how- 
ever, did not confirm this impression. 

Microscopic examination of sections from axillary and pectoral lymph nodes 
showed the histologic picture of chronic lymphadenitis only. Several sections of 
skin were examined. The histologic picture, with one exception, was that of non- 
specific chronic dermatitis. The exception was observed in a section of skin removed 
from an area covering a subcutaneous node, in which there was a lymphocytic 
infiltration somewhat suggestive of that occurring in leukemia. Aspirations of 
bone marrow did not indicate leukemia. The marrow contained only 12 per cent 
lymphocytes, none of which were abnormal. The myelocytes and metamyelocytes 
numbered together 38 per cent. 

Treatment by roentgen rays in the Heublein chamber was not followed by 
a fall in the leukocyte count. In cases of true leukemia the response to this treatment 
is usually prompt. The possibility of this patient’s having leukemia and under- 
going a prolonged remission must be considered, but there are several features 
strongly against this assumption. The most important feature is the absence of 
leukemic changes in the lymph nodes, which would. be unusual in a case of chronic 
lymphatic leukemia. The absence of typical “blast” forms in the peripheral blood, 
while not excluding leukemia, is an important differential point, especially when 
found in repeated examinations. In view of these observations, together with 
the fact of an apparent cure over a one year period, it is difficult to believe that this 
patient ever had leukemia. 

SUMMARY AND CONCLUSION 


A case of generalized exfoliative dermatitis of unknown origin is reported in 
which there were clinical features and hematologic changes which led competent 
observers to entertain the diagnosis of chronic lymphatic leukemia. 

As far as I am aware, no identical case has previously been reported. 


Prof. Maurice N. Richter cooperated in the preparation of this paper. 
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USE OF UREA IN HAND CREAMS 


HERBERT RATTNER, M.D. 
CHICAGO 


The use of urea (carbamide) has been applied to a wide variety of medical 
conditions in the past ten years. It has been employed most frequently in the treat- 
ment of infections, particularly infected wounds and ulcers, infections of the ears, 
infected tooth sockets and infected malignant growths, and of burns. It has been 
recommended also for the treatment of scar tissue, for the eradication of warts and 
even as a preventive against dental caries. 

Synthetic urea is readily available, it is stable, soluble in water and easily incor- 
porated into solutions, lotions, ointment bases and dusting powders. It apparently 
is nontoxic when absorbed and nonirritating when applied to wounds, and it has 
the added advantage of being inexpensive. It would seem, therefore, to be a suit- 
able ingredient for a hand cream, for it incorporates into a special kind of cosmetic 
a drug that, while useful, is free from danger on absorption. It would give to the 
cosmetic a sound “reason to be” other than merely the enhancement of. beauty. 


INVESTIGATION 


To establish this concept a simple clinical study was undertaken, consisting of 
(1) patch tests to determine its potentiality as a cutaneous irritant, (2) a clinical 
trial with the cream by hospital employees, (3) use of the cream in the treatment of 
eczematous eruptions in hospital patients and (4) use of the cream among out- 
patients. It was thought that such a study, though lacking the support of labora- 
tory evidence, should give the desired information. The urea was used in a 
concentration of 3 per cent, the vehicle being a vanishing cream base consisting of 
“fatty materials’ (soluble stearate soaps and liquid petrolatum) dispersed in a 
relatively large amount of water (70 per cent). The remaining components 
included glycerin, tragacanth and perfume. 

Patch tests with the cream were performed on 500 persons, 400 of whom were 
women ranging in age from 14 to 84 years. The majority were between 20 and 40 
years of age, an age group likely to comprise those most likely to use hand creams. 
They were all patients confined to the hospital for various diseases, 66 of them 
for cutaneous diseases, some for diseases of an allergic nature and others for infec- 
tions, fractures, metabolic disturbances, etc.—patients of the usual large general 
hospital population. They included persons with dark skins and fair skins, thick 
skins and thin skins, the old and the young—in all, a fair cross section of likely 
consumers of hand creams. The patch test study covered a period of three months, 
January, February and March, the time selected allowing to some extent for any 
barometric influences that might play a role in the production of reactions. The 
sites selected for the tests were various areas where the skin is thin—the V of the 
neck, the arm, the abdomen, the wrists and the hands. The tests were performed 
in the conventional manner with a 1 inch (2.5 cm.) square of gauze containing the 
cream, which was covered by a larger square of thin waxed paper, and this in 
turn was strapped to the skin with adhesive tape for forty-eight hours. The sites 
were then examined and the majority were reexamined at two day intervals for 


From the Department of Dermatology, Cook County Hospital. 
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two weeks. Not a single positive reaction was noted in the 500 subjects, albeit 
there might have been expected a few such responses to the vanishing cream vehicle, 
which was scented. The results seem to indicate that the cream containing urea 
in 3 per cent concentration did not constitute a primary irritant or have a high 
irritant index. 

Sample jars of the hand cream were then distributed to the hospital personnel 
—nurses, attendants, kitchen help and janitresses, and to some office nurses and 
housewives. Two hundred and twenty-five persons cooperated in this part of the 
study. Each subject was given two jars of cream, one with and one without urea, 
and was requested to use one on each hand and then to report at stated intervals 
for inspection of the hands. The results of such a test must, of iecessity, be 
assessed with discrimination, and as a check, arrangements were made for inde- 
pendent observations, “before and after,”’ by two resident physicians of the dermato- 
logic service of the hospital. There was complete agreement in the opinion that the 
urea product produced better results, in that the skin seemed softer, smoother and 
even whiter. There was no difficulty in detecting this, even though the test hands 
were changed from time to time without the physicians’ knowledge. The urea 
product was preferred, also, by the vast majority of the subjects who used both 
creams, particularly those whose hands were wet frequently, such as nurses in the 
fracture wards and dish washers. Only about 1 in 10 persons, and these engaged 
in dry work, stated no preference. 

Of the 66 patients with various types of eczematous eruptions for whom the 
urea cream was prescribed, 40 presented patches of slight dermatitis comparable to 
chapped skin. The application of urea cream three times daily effected a rather 
rapid improvement of such dermatitis. However, in cases of acute erythemato- 
papular eruptions and of subacute eruptions the dermatitis was made worse. The 
irritation was apparently due to the cream base, for in these cases urea in 3 per cent 
concentration in a nonscented cold cream base was well tolerated. 

The study among outpatients was unsatisfactory, for it was impossible to 
conduct adequate examinations on them. Only 23 of the 100 patients to whom 
samples of both creams were dispensed reported after one week’s trial, and their 
preference, too, was in the ratio of about 10:1 for the urea product, because it 
was “absorbed more quickly,’ was “‘not greasy,” “whitened hands,” “‘softened 
hands” and was “smooth to apply.” 

COMMENT 


The story of the use of urea in medicine is not without interest. Folklore is 
rich in references to the healing properties of urine. The Babylonians of about 
800 B. C. are known to have used it, and even today it is favored as a healing agent 
by peasantry in various parts of the world. The use of a waste product, however, 
for therapeutic purposes was doomed never to gain wide favor; to urea, too, 
because it was first isolated from urine, has been attached a stigma difficult to 
overcome. Despite its extensive, empiric use in urine, not until recent years was 
urea developed as a therapeutic agent on a sound basis. In 1935 Robinson,’ in the 
course of investigating the curative action of surgical maggots in infected lesions, 
found that allantoin, an excretion of the maggot, functioned as the healing agent. 
Allantoin on hydrolysis yields urea, and Robinson then demonstrated it was the 
urea that was responsible for the healing action attributed to the maggot and to 
allantoin. 


1. Robinson, W.: Use of Urea to Stimulate Healing in Chronic Purulent Wounds, Am. 
J. Surg. 33:192-197, 1936, 
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Although the first recorded medical use of urea as such was in 1829, it was 
not until 1915 that Symmers and Kirk * reported on an extensive experience with 
its use in many varieties of wounds and infections, with uniformly good results. 
Other investigators subsequently reported equally good results in a large number 
oi cases, results that prompted Robinson to predict that allantoin, then in high 
favor, would soon be replaced in popularity by its “extraordinary chemical 
associate, urea.” Urea then did attract considerable attention in medicine, until 
the development of the sulfonamide compounds for the treatment of infections 
again made the fate of urea uncertain. Recently, however, excellent results have 
been reported * from the use of urea in combination with sulfanilamide for infected 
wounds and as a prophylactic treatment with amputations and other surgical pro- 
cedures. The efficacy of each drug apparently was enhanced by the combination. 
In fact, since this report, it has been my practice to treat all pyodermas with a 
mixture of urea and sulfathiazole (2-[paraaminobenzenesulfonamido]-thiazole), 5 
per cent of each, in an emulsifying base, with, I believe, superior results. 

For medical use there is a pure synthetic form of urea, which is odorless, stable, 
white, crystalline and solid, with a rather cool, flat taste. It may be applied directly 
to a wound in the form of crystals, or, being readily soluble, it may be applied in 
dilute or concentrated aqueous solution, as an ointment prepared with a nongreasy 
base, such as a vanishing cream, or in surgical jelly. Urea may also be incorporated 
in a dusting powder. In the treatment of wounds it is recommended that urea 
be kept in direct contact, for it is rapidly absorbed and has no residual action. A 
high concentration of urea, when applied to open wounds, produces temporary pain 
because of its hypertonic action. When dilute it causes no discomfort, and there 
is a wide latitude in the concentration which can be used effectively. If used in 
ointment form, it is best incorporated in a firm, greaseless base, for urea tends to 
soften the vehicle. Its main action in low dilutions seems to be as a stimulus to 
proliferation. of the cells of granulation tissue, with increased development of 
capillaries. 

SUMMARY AND CONCLUSIONS 

Patch tests with 3 per cent urea in a vanishing cream base were performed on 
500 persons, 66 of whom had cutaneous diseases. No positive reactions were 
obtained. The application of the cream had a soothing and healing effect on mild 
eczematous eruptions comparable to chapped skin, but it irritated acute eczematous 
eruptions. In cases of the latter eruptions the irritation was apparently produced 
by the ointment base, rather than the urea. Among hospital personnel the cream 
containing urea was favored in the proportion of about 10 : 1 over the same cream 
without urea, particularly among those whose hands were wet frequently. The 
properties of urea, its availability, its nontoxicity and its reported beneficial effects 
when applied to infectious lesions suggested that it would be a useful ingredient to 
incorporate in a hand cream. 


25 East Washington Street. 


2. Symmers, W. St. C., and Kirk, T. S.: Urea as a Bactericide and Its Application in 
the Treatment of Wounds, Lancet 2:1237-1239, 1915. 
3. Holder, H. G., and MacKay, E. M.: Wound Therapy, Mil. Surgeon 90:509-518, 1942. 
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POROKERATOSIS (MIBELLI) 


ASSOCIATED WITH CUTANEOUS HORN, DYSTROPHY OF NAILS AND 
ATROPHY OF INTEROSSEOUS MUSCLES; REPORT OF A CASE 


MAJOR ANDREW G. FRANKS 
AND 

MAJOR M. I. JEFF DAVIS 

MEDICAL CORPS, ARMY OF THE UNITED STATES 


Cases of porokeratosis are infrequent in dermatologic practice. In reviewing 
the literature, we noted that association of this type of dermatosis with cutaneous 
horn, onychauxis and atrophy of the interosseous muscles is unusual. Recently 
we observed a soldier with such a condition. 


REPORT OF A CASE 


History.—R. M., an American soldier aged 21, unmarried, was first seen in August 1942. 
He was admitted to the hospital for treatment of an eruption of the right hand and wrist, 
which he had first noticed in childhood. Since its first appearance he had not been free from 
it for any length of time. The only subjective symptoms were pruritus and burning of the 
skin, which became more severe under conditions of heat and cold. 

The patient stated that he had been well until he was ordered to rifle practice. After three 
days of rifle drilling, a burning and drawing sensation started in his right hand, particularly 
in the interdigital web between the index and the middle finger. This interfered with proper 
flexion of his fingers and wrist and thus prevented the proper handling of his rifle. The 
cutaneous lesion on his right hand had persisted since he was 9 months old and had gradually 
enlarged until several years ago, when it ceased to progress. After an injury of his wrist 
three years ago, a horny growth had appeared. 

The patient was admitted to the Station Hospital, Fort McClellan, Ala. He was trans- 
ferred to the Lawson General Hospital for further care and disposition by Major Oscar 
Palatucci, Medical Corps. Prior to his transfer he was given many topical preparations, 
some of which gave palliative relief. He found that bland ointments reduced the discomfort 
and dryness but did not alter the disease. 

The patient had had the usual diseases of childhood, witkout complications. There was no 
history of any operation. 

Family History—The maternal and paternal grandmothers died at an advanced age, of 
unknown causes. The father and mother were living and well at the time of writing. Four 
brothers and 3 sisters, varying in age from 3 years to 24 years, were apparently well. There 
was no family history of any disease of the skin. 

Physical Examination.—The patient did not appear acutely ill and was ambulatory. He 
had not lost weight and did not appear ill nourished. The pupils were normal and reacted 
to light and in accommodation. Examination of the anterior segments of both eyeballs revealed 
no abnormalities. The pharynx and teeth were normal. There was no cervical lymphadenopathy. 
Examination of the lungs, heart and abdomen showed nothing abnormal. The blood pressure 
was 105 mm. systolic and 69 mm. diastolic. A complete neurologic examination disclosed 
reduced muscle tcne in the right forearm, in addition to atrophy of the interosseous muscles 
of the right hand. 

Laboratory Examination—The urine was normal. The Kahn reaction of the blood was 
negative. Examination of the blood revealed 110 per cent hemoglobin, 5,590,000 red cells and 
8,200 white cells, with 48 per cent polymorphonuclear leukocytes, 49 per cent lymphocytes, 
1 per cent eosinophils and 2 per cent mononuclear cells. The urea nitrogen of the blood 
measured 18 mg., the chlorides 450 mg. and the sugar 87 mg. per hundred cubic centimeters. 
The basal metabolic rate was + 11 per cent. Porphyrin was not present in the urine. 


From the Section of Dermatology, Lawson General Hospital, Atlanta, Ga. 
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Roentgenographic Observations.—The sinuses were normal. Examination of the chest showed 
». pulmonary disease. The cardiac contour was normal. There were no osseous changes in 
the right hand. A roentgenogram of the skull showed no evidence of pathologic change. 


Dermatologic Examination—The changes in the skin were asymmetric. The eruption 
involved the palmar and dorsal surfaces of the right hand (over an area 10 by 7.5 cm.), the 
posterior surface of the right wrist and an area below the right elbow. The eruption was 
irregular in shape and was surrounded by a tortuous, elevated border. The border was sharp, 
dry and hard, whitish to grayish in hue and almost callous, and in some areas it protruded 
into the depressed center. The central area of atrophic skin seemed to be enclosed by this 
ridgelike border. The appearance of the central portion was similar to that of the atrophic 
lesions of lupus erythematosus. The hair was absent in the enclosed area, although there 
were a few dark, horny growths, the size of a pinhead. Some adherent grayish scales were 
present near the thumb and index finger. On the medial side of the right wrist there was a 
hard, hornlike excrescence, 1.25 cm. in thickness and 1.5 cm. in diameter. The lesion was 
brown, with an inflammatory area about its base. The growth was strongly adherent, with 
no evidence of ulceration or bleeding. The nails of the ring and the little finger of the right 
hand were striated longitudinally and were atrophic and soft, with pigmentation of the free 
edges. The proximal ends of the nails were covered with soft tissue. The nails of the other 
fingers showed no changes. The skin of the feet and of the scalp was normal. Near the 
elbow there was a lesion similar to that on the hand, about 1 cm. in diameter. The border 
was not as sharp, and the central portion did not show as much atrophic change as the 
lesion on the dorsum of the hand. There was atrophy of all the muscles of the right hand. 
The right hand was smaller than the left. Complete flexion of the fingers of the right hand 
was impossible. 

Histologic Examination (Lieut. Col. P. T. Hough).—Examination with low magnification 
revealed a transition between normal-appearing skin and a thickened area forming a ridge. 
Microscopically the lesion was characterized by a thick layer presenting hyperkeratosis and para- 
keratosis. The zone of parakeratosis occurred at the point of transition between the lesion 
and the normal skin. In one small area the stratum granulosum was thin, and a few cornified 
cells could be seen extending into the stratum mucosum. At another point an orifice of a 
sweat gland was plugged with keratin. The stratum granulosum and the stratum mucosum 
were thickened throughout the lesion. In the corium there was a slight chronic inflammatory 
reaction, consisting of small round cells. The blood vessels appeared normal. No changes 
were seen in the sweat glands. 

COMMENT 


Since the original cases of porokeratosis reported by Mibelli+ and Respighi,? 
in 1893, other authentic cases have been described. These include instances of 
both the familial and the nonfamilial type. In reviewing the literature, we noted 
that the majority of the contributors expressed the belief that the disease is either 
a chronic inflammatory process, possibly infectious, or a type of nevus. The etiologic 
factors in porokeratosis are unknown. The majority of the patients have been men. 

In our case the etiologic factor was unknown, the lesion having appeared early 
in childhood. Histologic study did not show any characteristic changes in the 
sweat gland apparatus. The cutaneous horn was removed by surgical excision. 


SUMMARY 


A case of porokeratosis associated with cutaneous horn, dystrophy of the nails 
and atrophy of the interosseous muscles is reported. The clinical and histologic 


pictures are presented. 


1. Mibelli, V.: Contributo allo studio della ipercheratosi dei canali sudoriferi (porokera- 
tosis), Gior. ital. d. mal. ven. 28:313-355, 1893. 

2. Respighi, E.: Di una ipercheratosi non ancora descritta, Gior. ital. d. mal. ven. 28: 
356-386, 1893, 
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ALEXANDER SAMOILOVICH ROSENBLIUM * 


HIS CONTRIBUTION TO FEVER THERAPY 


S. J. ZAKON, M.D. 
Assistant Professor of Dermatology, Northwestern University Medical School 
CHICAGO 


Witn CoMMENT BY 


CLARENCE A. NEYMANN, M.D. 
Associate Professor of Psychiatry, Northwestern University Medical School 


Neymann * has pointed out that the priority for the use of malaria and relapsing 


fever in the treatment of dementia paralytica should belong to Rosenblium.? — In r 


1876 Rosenblium purposely infected psychotic and demented patients with relapsing 
fever, and in the same year he also published his observations that malaria fre- 
quently produces remissions in mental diseases. Yet a search of the American 
medical literature fails to disclose any data on the life of Rosenblium, nor could 
I find an English translation of his original article on fever therapy.* This prompted 
me to search out the facts of his life and to translate his contribution to fever 
therapy from Russian into English. 

Alexander Samoilovich Rosenblium was born in Odessa, Russia, on July 1, 


1826. His father was a doctor of medicine, and his grandfather, Isaac Rosenblium, § 


was also a physician, who had been invited to settle in Russia by Catherine the 


Great. During his lifetime, Isaac Rosenblium was a popular and prominent medical § 


practitioner in St. Petersburg, now called Leningrad. 


The grandson of Alexander Rosenblium, Dr. K. M. Ysofovich, son of Rosen- : 


blium’s daughter, was chief of staff in the Odessa City Hospital up to July 1, 1941. 


It was possible to obtain a short biography of Alexander Rosenblium from him. § 
After his preliminary education, Rosenblium began the study of law in 1842, § 


but in 1844 he changed his plans and registered in the medical school of the 


University of Kiev. In 1848, while still a medical student, he worked in the 3 


University Hospital during an epidemic of cholera. In 1849 he received his medical § 
diploma and began to practice medicine in Mogilev. During the Crimean War, J 
from 1854 to 1856, he was in charge of a military hospital. This hospital was § 


a center for the treatment of typhoid and typhus fever, since an epidemic of these 
diseases was raging in the Russian army. 

In 1858 Rosenblium settled in Odessa, where, after a number of years devoted 
to private practice, he became head of the Sanatorium-Klein-Liebenthal, which 
specialized in hydrotherapy. In 1864 he assumed the position of chief of staff of 


the Odessa Psychopathic Hospital. He remained at the head of this institution § 


* Library of Congress Transliteration from the Russian. 

From the Department of Dermatology, Northwestern University Medical School; 
E. A. Oliver, Director. 

1, Neymann, C. A.: Artificial Fever, Springfield, Ill., Charles C Thomas, Publisher, 
1938, pp. 7 and 127. 


2. Ichmeiman, M.: The Question of the Priority of Dr. Rosenblium in the Therapeutic | 
Use of Inoculation Fever, Vrach. gaz. 14:348, 1925. Patrén, L.: Tratamiento de a J 


paralisis general por el método Rosenbloom, Lima, Peru, 1922; cited by Ichmeiman. 

3. B. Oks, Rosenblium’s associate, translated Rosenblium’s paper into German (Oks, B.: 
Ueber die Wirkung fieberhafter Krankheiten auf Heilung von Psychosen, Arch. f. Psychiat. 
10:249, 1879). 
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for the next twenty years. In 1871 he was ordered by the Zemstvo, a local 
governing body, to visit and inspect various European medical centers, for the 
purpose of studying the organization of medical institutions. On his return from 
Central Europe, he worked out a plan for the improvement of the institutions for 
mental disease in Odessa. It was due to his efforts that a new modern psychopathic 
hospital was built there at this.time. 

Alexander Rosenblium died in 1902, at the age of 76. His life work was 
summarized by his contemporaries as follows: “Although he worked hard in 
behalf of mankind and of progress throughout his long life, he left no material 
wealth, but an honored name and a fine medical tradition.” 


RELATION OF FEBRILE DISEASES TO THE PSYCHOSES 
BY ALEXANDER SAMOILOVICH ROSENBLIUM 4 
TRANSLATED FROM THE RussIAN By S. J. ZaKon, M.D. 


The influence of various pathologic processes on each other and the relation 
of febrile diseases to constitutional and chronic diseases are of tremendous theoretic 
and practical importance. Many facts related to these problems are scattered 
through various medical books and periodicals, but I am not aware of any work 
that treats these subjects fully. I feel by no means competent'to fill this gap but 
I consider myself entitled to present my observations on the relation of febrile 
diseases to the psychoses, to the study of which I have devoted the last ten years. 
It is obvious that even within the narrow limits of the subject under discussion 
the questions of interest cannot be fully answered. Only recently has psychiatry 
been freed from its enslavement to metaphysics. Now that it has taken its place 
among the other branches of medicine, on the basis of a natural science, every 
observation made in the field of psychiatry has some significance. For this reason 
I present my observations on the problem under discussion. However, I have 
been interested primarily in the therapeutic, and not in the etiologic, aspect of 
the problem. I shall, therefore, discuss only briefly the part played by febrile 
diseases in the origin of the psychoses and shall dwell in more detail on the effects 
of febrile diseases on the course of already existing psychoses. 

Febrile disease has a dual relationship to the psychoses: On the one hand, 
it plays an important part in the causation of the psychoses; on the other, the 
occurrence of a febrile disease is not: without influence on the course of the 
psychosis. Frequently the mental disturbance improves and disappears entirely 
with the development of fever. 

Many psychiatrists who have studied the causes of the psychoses have discussed 
the place of febrile diseases, such as typhoid, intermittent fever, acute relapsing 
exanthems, acute rheumatic fever and pneumonia, in the production of psychoses. 
It has been pointed out that during the course of typhoid, as well as during con- 
valescence from the disease, psychoses often appear, in the form of a mania or of 
a depression. Chomel, Louis, Thor, Schlager, Leudet, Tungel, Griesinger and 
others have made a number of such observations. Jacobi ascribed the condition 
to typhoid in one eighth of all cases of mental disorder he observed. This figure 
is cited by many psychiatrists who accept Jacobi’s statement blindly; however, 
in my experience the proportion is far too high. If one considers as a psychosis 
the intense delirium, often approaching violence, which may be associated with 
typhoid complicated by alcoholism, the persistence of the delirium for some time 
after recovery from the typhoid or the continuation of a psychic depression until 


4. Rosenblium, A. S.: Relation of Febrile Diseases to the Psychoses, Trudi vrach. 
Odessk. g. boln., 1876-1877, vol. 2, pt. B. 
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complete physical recovery from the typhoid is attained, then, perhaps, Jacobi’s 
figure may even be too low. If, however, psychosis is to be regarded in a narrower 
sense, the figure accepted by Schlager should be nearer the truth. In a series 
of 500 patients with mental disease, this author ascribed the condition of 22 to 
typhoid, a ratio which is in agreement with my observations.° Even Sydenham 
knew that intermittent fever (malaria) plays an important role in the causa- 
tion of the psychoses. Aside from those forms of insanity which occur in 
regions where intermittent fever reigns, and where poisons arising from the marshes 
cause regular onsets of mental derangement, considered as a symptom of the 
same disease, many psychiatrists have observed the appearance of psychoses imme- 
diately or several months after the cessation of attacks of malaria. Formerly 
such psychoses rarely were observed at this institution. Lately they have been 
noted more frequently. In the past cases of intermittent fever occurred in Odessa 
only sporadically, but with the advent of public improvements (railroad construc- 
tion, street paving, building up of the port and establishment of the salt industry) 
this disease at times has taken on the character of an epidemic. At the same time 
patients with psychoses due to intermittent fever increased in the department for 
mental diseases. This was particularly true of melancholia. Patients with this 
condition always recovered after treatment with quinine and iron. 

In the available literature dealing with recurrent fever no reference has been 
made to its etiologic relation to the psychoses. Recurrent fever first appeared in 
Odessa in 1864 and has never died out completely; the disease would lose its 
epidemic character temporarily, only to recur from time to time on an epidemic 
scale. At the first appearance of an epidemic psychoses caused by the fever were 
observed. During the epidemics of 1868, 1870, 1873 and 1874 such psychoses became § 
more common. They usually appeared in the form of melancholia, but not infre- 
quently as mania. In addition to the psychoses which followed the disease, manias 
were frequently observed during the epidemic ; these, obviously had the character of 
the prevailing form of the fever: strong, maniacal excitement lasting five to six days, 
then a complete remission for six to seven days, followed by a recurrence of the 
mania. Occasionally as many as five such recurrent attacks were observed. The 
temperature curve corresponded to the curve for the recurrent fever, with the differ- 
ence that the highest temperature was 39.2 C. (102.6 F.) and the lowest 36 C. 
(96.8 F.). The attacks ended with a prolonged sleep, instead of a sweat. 

Jacobi, Snell, Thor and Griesinger have reported on the psychoses which occur 
as the result of pneumonia. Such psychoses appear either as a mania accompanying 
the pneumonia or as a chronic psychosis following the disease. On several occa- 
sions patients entered my department with mania, and examination revealed pnev- 
monia. After they recovered from the acute disease the mania disappeared. 

In his work on rheumatic disease of the brain, Griesinger cited many cases of 
psychoses caused by acute rheumatic fever; however, I have observed very few 
such cases, for acute rheumatic fever is rare in this vicinity. 

I also have had no personal experience with the rash of variola. During the 
epidemic of variola in 1873-1874, I encountered a few cases of neuroses resulting 
from the disease, but none of psychoses. 

I shall not mention the psychoses associated with purpura because they are 
due not so much to the febrile process as to a combination of many other factors. 


5. Of 2,000 cases, Nasse found the condition in only 43 to be due to typhoid abdominales 
(Nasse, W.: Ueber die Beziehungen zwischen Typhus und Irresein, Allg. Ztschr. f. Psychiat. 
27:11, 1870). He tried to explain the cause of, as well as the recovery from, psychoses 
due to typhoid by the anatomicopathologic observations described by Hofmann and Buel in 
cases of typhoid. 


We 
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I know of only 1 instance in which diphtheria produced a maniacal state. 
This case, that of a woman aged 36, was described by Professor Lombroso under 
the name dipterica. The significance of this case lies in the fact that without any 
history of a psychopathic disorder, and without any apparent cause, delirium 
developed, which progressed to mania. During this state symptoms suggestive 
of pulmonary tuberculosis and of severe nephritis appeared. Shortly before her 
death a diphtheritic membrane developed in the pharynx. Postmortem examination 
showed bronchiectasis, absence of tuberculosis, pronounced passive hyperemia of the 
brain and diphtheria involving the pharynx, the nasal area and the kidneys. 
Lombroso asserted that the disease in this case was a diphtheritic process, unrecog- 
nized by him. Even though this case does not seem clearcut, it is nevertheless 
of interest, since it demonstrates that diphtheria may produce not only a neurosis 
but a psychosis. In June 1874 I observed the onset of mania after an attack of 
diphtheria in a girl of 5 years. The diphtheria involved the nasal cavities and 
the pharynx, and characteristic membranes were present in the larynx and nasal 
cavities; in addition, there were swollen cervical glands and albuminuria. The 
child recovered from the diphtheria, and the albumin in the urine disappeared, 
but four weeks after the disappearance of all symptoms of the diphtheria an acute 
maniacal attack occurred, which lasted sixteen days. The child recovered. The 
mother of this child had suffered from melancholia for more than a year. 

After this casual review of the etiologic role of febrile processes in the psy- 
choses, I shall discuss the effect of febrile diseases on the course of psychoses 
already present. 

The observation that a febrile disease, when it does occur in the course of 
various psychoses, frequently has a curative effect on the mental disorder has 
been substantiated by many psychiatrists. Because of the lack of a medical library 
in this city, and especially the scarcity of books on psychiatry, I did not have 
available all the reports in the literature. I shall, therefore, have to limit myself 
to the meager material at hand. 

Esquirol * cited a few cases in which melancholia was cured as a result of 
intermittent fever. Koster‘ cited 14 cases of melancholia, in 7 of which complete 
cure and in 7 improvement followed attacks of intermittent fever. I have read 
reports of similar good effects of intermittent fever on psychoses, especially melan- 
cholia, in a number of articles in psychiatric journals.* Nasse ® cited a few care- 
fully studied cases of melancholia in which a cure was effected by intermittent 
fever.1° The well known Viennese psychiatrist Leidesdorf ** said: “From personal 
observations I must conclude that febrile disease decreases the degree of psychic 
disturbance and that this action continues long after the cessation of the fever.” 


6. Esquirol, J. E. D.: Des maladies mentales considéreés sous les rapports médical, 
hygiénique et médico-légal, Paris, J. B. Bailliére, 1838. 

7. Koster, F.: Quomodo in insaniam valeat febris intermittens? Bonn, formis Lechneri, 
1848, 

8. Amelung, C.: Allg. Ztschr. f. Psychiat. 17:473, 1861. Schrader, van der Kolk and 
Frank: Psych. Corresp., 1859. 

9. Nasse, W.: Neue Beobachtungen itiber den Einfluss des Wechselfiebers auf das 
Irresein, Allg. Ztschr. f. Psychiat. 21:1-46, 1864. 

10. In his latest article on the relation of typhoid to psychoses, Nasse cited cases of 
improvement of psychoses under the effects of typhoid (Nasse, W.: Untersuchungen iiber 
das specifische Hirngewicht bei Geisteskranken, Allg. Ztschr. f. Psychiat. 26:76, 1869). Wille 
(Der Typhus bei Geisteskranken, ibid. 27:532, 1870) generally denied the curative effect of 
typhoid on psychoses, but with all his skepticism, he admitted temporary improvement in 9 
cases and cure in 3 cases of 14 cases cited, in spite of the fact that the typhoid temporarily 
increased the psychosis at the height of the fever. 

* 7 Leidesdorf, M.: Lehrbuch der psychischen Krankheiten, ed. 2, Erlangen, F. Enke, 
509, p. 142. 
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He cited the case of a man aged 40 with dementia paralytica in whom variola 
developed, with an extremely high temperature. A confluent variola rash appeared 
over many parts of the body. With the cessation of fever the patient’s mental 
condition improved to such a degree that he was permitted to leave the sanatorium 
and to resume his occupation, the duties pertaining to which he fulfilled satis- 
factorily. This improvement lasted a few months, and then the symptoms recurred. 
Griesinger ** cited, among other things, his observations on the good influence 
of intermittent fever (malaria) on melancholia. A woman aged 50,'* after her 
second pregnancy, had suffered from dizziness and delirium. One year before 
she entered the hospital in Tours, France, on Feb. 6, 1841, she complained of 
severe attacks of abdominal pain. She ascribed these symptoms to her having 
drunk water which allegedly contained three spiders. She was convinced that 
she had spiders in her abdomen which were the cause of her abdominal cramps. 
As a result of this obsession a severe melancholia developed. All methods of 
treatment were of no avail. In order to influence the patient’s psychic state, 
numerous incisions were made, and she was shown spiders, which she was told 
had been removed from her. But this did not convince her, and gradually her 
mental condition grew worse. On September 18 she had a few paroxysms of 
malaria, and after this her deranged condition disappeared and she recovered 
completely. In another case, described by Griesinger,* a priest 43 years of age 
had deep melancholia. Paroxysms of tertian malaria, with high fever, developed, 
and his mental condition improved. Daily attacks of fever occurred; his melan- 
cholia completely disappeared, and he remained mentally well. Griesinger expressed 
his opinion concerning the effect of acute febrile disease on the psychoses as fol- 
lows: *° “On the basis of a large number of observations, one may accept it as true 
that acute diseases which occur in the course of melancholia have a good influence 
on the mental disorder—the melancholia disappears with the occurrence of the 

_ febrile disease.” 

Sander,’® a physician of Siegburg, Germany, described in detail a few cases in 
which psychoses improved or were completely cured after attacks of acute rheu- 
matic fever. 

Maudsley,’’ discussing the influence of the circulation in the brain on mental 
function, stated: 


It is of great interest to note that frequently during a febrile process patients with chronic 
psychoses exhibit a noticeable return of normal mental activity. The insane become completely 
sane during the febrile period. When the fever recedes there is a return to the previous mental 

- state. Even mentally deteriorated patients in whom not even a trace of reason remains occa- 
sionally become capable of some mental activity at the height of fever. It may suffice to cite 
1 case: A young woman who had been feebleminded for many years had an attack of typhoid, 
and with the development of fever her mental state became more and more normal. At a certain 
stage of the disease, when the patient usually becomes delirious, she began to talk rationally. 
As soon as the fever subsided, she returned to her previous state [Samuel Tuck, 1813]. 


These brief literary data, in spite of their meagerness, are sufficient to prove 
that febrile disease has a decided influence on the course of a psychosis, and that 


12. Griesinger, W.: Traité des maladies mentales, translated from the second German 
edition by Baillarger, Paris, A. Delahaye, 1865, pp. 263-278. 

13. Charcellay, A. J.: Ann. méd.-psychol. 2:485, 1843; cited by Griesinger,!? case 11. 

14. Case 12, of Jacobi’s, cited by Griesinger.!2 


15. Griesinger,!? p. 277. 
16. Sander, A.: Rheumatismus und Geisteskrankheit, Allg. Ztschr. f. Psychiat. 20:214- 


228, 1863. 
17. Maudsley, H.: Physiology and Pathology of the Mind, London, Macmillan & Co. 


1876, p. 272; translated into Russian by Isain. 
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occasionally it cures the psychosis; this is especially true of melancholia. I shall 
now report my own observations.** 
The following case illustrates the effect of malaria: 


[. O., a man, entered the hospital on Sept. 25, 1870 with severe melancholia. He had pro- 
nounced anemia, and his digestion was torpid. He was treated with preparations of quinine 
and iron, potassium bromide and warm baths, with only slight improvement. Then paroxysms 
of malaria developed, and after a few attacks the symptoms of melancholia disappeared entirely 
and the patient left the hospital, cured, on October 15. 


Typhoid showed a curative effect in the following case: 


H. L., a man, entered the hospital on July 15, 1864. Prior to admission he had been 
ill for about one-half year with melancholia. While he was in the hospital extremely severe 
melancholia attonia developed. Tonics, excitants, warm baths, cold showers and electrical treat- 
ment produced no improvement. About the middle of January 1865 the patient had spotted 
typhoid. During the period of highest fever, when the patient is usually delirious, he began to 
answer questions with a few words. At the termination of the illness his torpid state improved 
slowly. His melancholia disappeared entirely, and he left the hospital on February 25. I had 
the opportunity of examining him three years later, and he was in perfect health. 


We have not encountered any data in the literature concerning the effect of 
recurrent fever on the psychoses, but, as can be seen from the following case, its 
healing effect cannot be doubted. 

I. M., a man, was admitted in 1868 with fairly advanced melancholia. No change 
in his condition was noted up to the time of his attacks of recurrent fever. During the height 
of the fever the patient became more lively, but when the temperature receded he returned to 


his former condition. After the third attack the patient was much better; his mental state 
then improved a great deal, and he left the hospital well. 


All in all, I have studied 22 cases of recurrent fever. In 11 of these the psychosis 
was completely cured, in 3 it was partially relieved and in 8 it remained unchanged. 

The psychosis in all cases was chronic. No therapeutic measures had had any 
influence on the condition prior to the time of contracting recurrent fever. Hence, 
one is justified in assuming that the recovery or the improvement was due solely 
to the effect of the fever. 

The complete series of observations on the effect of fever on psychoses is based 
on 32 cases; in 21 of these the psychosis was cured, in 3 the condition improved 
and in 8 it remained unchanged. Eight of the patients who were cured had far 
advanced melancholia; the others had various chronic forms of insanity. The 
number of recoveries may seem too high, and I admit that some of the patients 
may relapse into their former state. It is possible, too, that some of the patients 
might have recovered without fever. However, although mindful of these possi- 
bilities, I still insist that febrile disease has a curative effect on the psychoses. 
This fact seems well proved. 


COMMENTS ON THE CONTRIBUTION OF ALEXANDER 
ROSENBLIUM TO FEVER THERAPY 


BY CLARENCE A. NEYMANN, M.D. 


Some fifteen years ago Dr. Peter Bassoe, of Chicago, first called my attention 
to an article by Oks,’ which is in effect a translation of part of an original con- | 
tribution by Rosenblium.* This partial German translation was published in 1879. 


18. Rosenblium then reports in detail his observations on the beneficial and curative effects 
of malaria, typhoid and recurrent fever in 32 cases of chronic hitherto incurable psychoses. 
In this paper I shall include the reports of only 3 illustrative cases. The translation of the 
reports of all the cases will appear in the reprints.—S. J. Z. 
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The original monograph, now translated into English by Dr. Zakon, appeared 
in a rather obscure medical journal of Odessa three years earlier. Both the original 
article and the German translation must be read in order to appreciate the scope 
of Rosenblium’s work. A footnote on the fourth page of the German article states: 
“According to a personal communication of Rosenblium, recurrent fever was pro- 
duced in all these cases by inoculation of the patients with spirilla.”” This state- 
ment refers to the last 12 cases described by Rosenblium. 

Evidently, the experimentally minded clinician did not dare to publish the com- 
plete extent of his departure from the medical practice and customs of the period. 
This attitude can be readily understood when one recalls that during the middle 
seventies of the last century Russia experienced a swing from liberalism back to 
complete conservatism and despotism. 

At that time it would not have been diplomatic for a physician, especially a 
psychiatrist, to announce that he had infected the psychotic patients entrusted to 
his care with a febrile, more or less dangerous, disease, even if this physician 
had lived in the more enlightened environment of Western Europe or America. 
In Russia this would have been equivalent to professional, if not personal, annihila- 
tion. Hence Rosenblium was forced to camouflage his active and progressive 
therapy under the guise of a second epidemic of recurrent fever, the “epidemic” 
of 1874 and 1875. 

It is apparent that Rosenblium had no clear concept of psychiatric diagnosis 
in the modern sense of the word. In this he did not differ greatly from his col- 
leagues in other parts of the world. Bayle had crystallized the concept of dementia 
paralytica as far back as 1822, and after 1850 the disease was fairly well known 
in Europe and in the United States. However, the diagnosis was made only in 
the most outspoken and clearcut cases. Such cases were classic instances of 
dementia paralytica, with epileptiform attacks, transitory and progressive paralyses 
and pupillary disturbances, together with maniacal attacks, megalomania and _ pro- 
gressive dementia. The disease always ended in death, and the diagnosis usually 
was not firmy established until an autopsy confirmed the clinical observations. 
The relation of the disease to syphilis was unknown. 

Between 1870 and 1890 long-winded and obscure psychiatric treatises were 
constantly appearing in the literature. They frequently dealt with mania, melan- 
cholia, deliriums, dementia, mental enfeeblement, chronic insanity and other bizarre, 
complicated attempts at diagnosis. However, the psychopathologic pattern of 
mental diseases was not eve suspected. As the temporary emotional reactions 
of the patient changed, so the diagnosis changed. As yet the concept of schizo- 
phrenia and manic-depressive psychosis was nonexistent. A delirium might mean 
almost anything, and feeblemindedness and idiocy supposedly might be acquired 
late in life. There were no orderly thoughts about the nature of mental disease. 
Everything was in a flux and flow. 

Yet at this period of psychiatric confusion and medievalism Rosenblium stated 
quite clearly that fever itself was a cure for certain psychoses. He realized that 
it did not make much difference whether the fever was produced by an attack 
of typhoid, of malaria or of recurrent fever. He was particularly interested in 
the last-named disease because it was easy to inoculate a patient with the spirilla 
of febris recurrens, and these organisms could be observed in a specimen of blood. 

The advent of artificial fever produced by physical means, i. e., hot baths, 
external heat, diathermy and short wave radiotherapy, proved the soundness of 
Rosenblium’s clinical judgment and conclusions. Fifty-five years later, in 1929, this 
form of therapy was introduced. 
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Rosenblium reported on 32 cases. He stated that in 21 of these cases the 
sychosis was cured. From a review of the rather sketchy histories it seems 
probable that at least 10 of these cases represented an early stage of dementia 
paralytica and that possibly more were instances of syphilis of the central nervous 
system. Syphilis was a widespread disease in southern Russia, especially after 
the Crimean War. 

Be this as it may, Rosenblium was certainly the first to appreciate the curative 
effect of fever itself on the psychoses. He understood and reported on the value 
of malaria and typhoid in the treatment of mental disease. He was the first to 
inoculate psychotic patients with a febrile disease. Rosenblium, though practically 
forgotten for over half a century, must be acknowledged as the true pioneer in 


this field. 
303 East Chicago Avenue. 


Dr. Belle Korman obtained information on the life of Dr. Rosenblium from her friends 
in Odessa and from Dr. Ysofovich. Mr. J. Gershenson, cataloguer of Newberry Library, 
Chicago, gave invaluable aid in preparing this translation. 
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LUPUS ERYTHEMATOSUS TUMIDUS SUPERFICIALIS 


TREATMENT WITH TUBERCULIN; REPORT OF A CASE 


S. IRGANG, M.D. 
NEW YORK 


Tumor forms of lupus erythematosus are rare variants of the discoid type. 
They may be of either superficial or deep variety, depending on their sites of origin 
in the skin ; the former arises in the cutis and the latter in the subcutis. Suppurative 
or ulcerative phenomena never develop in these tumors, regardless of duration. 
Superficial lesions are characterized by a distinctive bright red color. These 
characteristics are important for clinical diagnosis, but the latter should always be 
subordinate to microscopic study. 

I believe all tumor forms of lupus erythematosus are caused directly by the 
tubercle bacillus, and it was this concept which prompted the use of tuberculin 


in the following case. 
REPORT OF CASE 


History—A married Negress aged 28 entered the clinic on March 13, 1941 complaining 
of a red facial tumor which had its inception three years previously. 

Both parents had been treated for syphilis, but the patient did not believe that she had 
ever contracted the disease. She had never received antisyphilitic treatment. Her first preg- 
nancy terminated at six months, but she had two apparently healthy offspring now aged 10 
and 12 years respectively. There was no familial history of tuberculosis. The patient had 
morbilli, varicella and pertussis during childhood and influenza in adult life, but she recov- 
ered from each without known complicai‘ons. She was in relatively good health. Her 
appetite was normal, she slept well and there was no apparent loss of strength. Relief was 
sought merely for the facial disfigurement. 

At its inception the lesion was whitish and the size of a pinhead, but it became intensely 
red within one week and it continued to retain this color and to increase slowly in size 
without showing the slightest evidence of spontaneous improvement. Its capacity for growth, 
while exceedingly slow, appeared unlimited. Treatment had never been received for the 
facial tumor until her admission to the clinic. This bright red oval mass, situated on the 
right cheek near the zygoma, was 1 inch (2.5 cm.) long, % inch (1.9 cm.) wide and % inch 
(1.3 cm.) high. It was sharply marginated, smooth, nonscaly and insensitive, and it was 
veiled by a light brown reticulated pigmentation. There was no inflammatory areola and 
no surrounding induration. No other physical abnormalities were present except for exces- 
sive weight (220 pounds [99.8 Kg.]) and the presence of a localized soft systolic murmur 
over the base of the heart. 

A roentgenogram of the chest showed no abnormalities. The systolic blood pressure was 
130 and the diastolic 80. A Kahn reaction of the blood was negative, and the urine was 
normal. A secondary anemia and lymphocytosis were present (hemoglobin 65 per cent and 
lymphocytosis 47 per cent). An intracutaneous injection of 0.1 cc. of old tuberculin in dilu- 
tion of 1: 1,000,000, given on March 14, 1941, elicited a strongly positive local reaction. 

Treatment.—Therapy was limited solely to intracutaneous injections of old tuberculin, 
which were administered at weekly or biweekly intervals, depending on the extent of the 
local reaction. The initial doses were 0.1 cc. of a 1: 1,000,000 dilution, but as the intensity 
of the local response waned, the amount and/or the concentration were increased. A _ strong 
tuberculin reaction was usually maintained, because this seemed to have a more favorable 
therapeutic effect. At the patient’s last visit, on July 17, 1942, or fourteen and one-half 
months after therapy was instituted, the dose of tuberculin was 0.2 cc. of a 1: 1,000 dilution. 
On four different occasions when the local reactions were too severe, focal reactions ensued. 
The color of the lesion deepened, and it became slightly larger and there developed simul- 


From the Department of Dermatology and Syphilology of the Harlem Hospital, Dr. 
Oswald La Rotonda, Medical Director. 
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-aneously one or two pinhead-sized or slightly larger discrete lesions adjacent to the facial 
tumor. These changes were also accompanied by a generalized pruritus. The focal reac- 
ions, including the extraneous papules and the subjective symptom, disappeared entirely 
within two weeks despite continuation of therapy in smaller dosage. A total of forty-nine 
intracutaneous injections were administered from March 14, 1941 to July 17, 1942. Of this 
number seventeen were received from March 14 to Aug. 1, 1941 and thirty-two from Sept. 
12, 1941 to July 17, 1942. Treatments were continuous except for one period of six weeks. 

A noticeable improvement of the facial tumor was evident one week after the first intra- 
cutaneous injection of tuberculin. Except for the aforementioned focal reactions the healing 
process was a steady one. The tumor diminished gradually in size; it flattened to the point 
where its surface almost reached the level of the skin and its color turned to a light pink. 
In addition, small healed areas with atrophic sequelae were noted. When the tuberculin 
reaction became too weak resolution seemed to halt, but increasing the dose of tuberculin 
would initiate once more the healing process. The patient, obviously tired of treatment, 
terminated her visits after fourteen and one-half months of continuous therapy. At this 
time the facial lesion was about 10 per cent of its original size. Tuberculin therapy, an 
admittedly slow procedure, would have probably effected a clinical cure had treatment been 
continued. 


Fig. 1—Lupus erythematosus tumidus superficialis of three years’ duration. At no time 
did the lesion show clinical evidence of either suppuration er ulceration. 


Histologic Study—The entire skin was affected, but the cutis was the most extensively 
involved and the most severely damaged, especially in its lowermost portions. The inflam- 
mation in the cutis was characterized essentially by an intense vascular reaction associated 
with massive cellular infiltration. In the upper half of this layer the capillaries were greatly 
dilated, and in a few of them the endothelial cells were swollen and present in increased 
numbers. A few vascular channels in this locality, particularly in the subpapillary region, 
were partially or completely occluded by thrombi. The blood vessels in the deep portion of 
the cutis were slightly dilated, their endothelial cells were enlarged and numerous and their 
lumens were narrowed almost to the point of total occlusion. The pressure of the sur- 
rounding infiltrate probably limited expansion of these vessels. The arteriolar walls were 
slightly thickened, but thrombus formation was lacking in the blood channels of the deep 
part of the cutis. 

The lymphatic vessels of the cutis were definitely dilated, and this was particularly 
evident in the superficial vessels except for those in the papillae, where they were either 
normal or slightly expanded. 

The collagen surrounding the dilated superficial capillaries was only moderately edema- 
tous, but the connective tissues of the papillae were almost free of extravasated serum. since 
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the vascular reaction was minimal here. Outside the cellular regions edema was not promi- 
nent except in limited areas about the superficial vessels. Basophilic collagenous degenera- 
tion could not be detected anywhere. 

The massive sharply outlined perivascular cellular infiltration was an outstanding feature, 
especially in the lower half of the cutis. These compact cellular nodes, resting on an edema- 
tous and degenerating stroma, were composed almost entirely of small lymphocytes. A 
small number of these cells were scattered through and between the collagenous bundles. 
A few epithelioid cells were dispersed through the dense lymphocytic deposits, and at times 
they collected in minute groups in and less often about them. In one instance epithelioid 
cells were seen in large numbers about the capillaries of the upper part of the cutis, lying 
apart from the predominating dense infiltrate. However, true tubercle formation was lack- 
ing, and no giant cells were noted. Many densely pigmented chromatophores were observed 


Fig. 2.—The inflammation affected the entire skin, but the cutis was most severely 
involved. The superficial blood vessels were greatly dilated (a partially thrombosed vessel 
may be seen on the right). The massive perivascular cellular infiltrate was most evident 
in the lower half of the cutis. The infiltrate was of considerable width and depth. (Low 
power magnification; hematoxylin and eosin.) 


in the subepidermal region. Small strands of fibroblasts were seen at the margins of some 
of the cellular nodes, but they were unable to penetrate them. In the most outlying areas 
of the deep portion of the cutis this response of the connective tissue assumed a more 
significant role. In limited zones these cells were fairly numerous, and they were flattened 
against each other by pressure from the expanding granuloma. Apparently a futile attempt 
was made to limit its progress. The follicular appendages with slightly widened orifices 
were unimpaired, but the coil glands were mostiy destroyed and a few were definitely 
distended. 

The inflammation extended for a short distance into the subcutis. A moderate vascular 
dilatation was present, and the perivascular lymphocytic deposits were comparatively light 
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at they did invade and entirely envelop a few fat cells. Some of the fat cells were disor- 
anized and contained on the average one large mononuclear phagocyte, some of which 
ontained lipid. The interstitial spaces were mildly edematous and contained small numbers 
of lymphocytes and a few polymorphonuclear eosinoplils, fibroblasts and lipophages. 

The epidermal changes were similar to those noted in lupus erythematosus of the discoid 
type, varying merely in degree. The stratum corneum was slightly hyperplastic and con- 
sisted of closely adherent layers of cells. The hair follicles were slightly distended - with 
loosely laminated horny material, but there was no heaping of keratin at their orifices. The 
granular and prickle cells layers were irregular, varying from atrophy to mild acanthosis. 
Most of the rete pegs were effaced, and the few remaining were poorly developed, normal 
or slightly enlarged. Except for the stratum corneum the epidermal cells showed different 
grades of edema and even colliquative degeneration. This degenerative phase, while not a 
notable feature, was most evident in the basal layer. Epidermal pigmentation was either 
considerably reduced or completely absent; the greater part was devoid of melanin. There 
was no evidence of necrosis in any part of the section. 


Fig. 3—Partial view of the compact cellular infiltrate. It was composed of small lympho- 
cytes and a sprinkling of epithelioid cells. The stroma was edematous and degenerating. (High 
power magnification; hematoxylin and eosin.) 


COMMENT 


There is both direct and circumstantial evidence to support the tuberculous 
concept in some cases of lupus erythematosus of the discoid type. Sometimes a 
high state of allergy exists in these cases.?_ If lupus erythematosus of the discoid 
type may result from a tuberculous infection, there is no reason why its variants 
may not develop on the same etiologic basis. 


1. Cannon, A. B., and Ornstein, G. C.: The Tubercle Bacillus as an Etiologic Factor 
in Lupus Erythematosus, Arch. Dermat. & Syph. 12:691 (Nov.) 1925. Civatte, A.: Les 
recherches sur l’etiologie du lupus erythemateux depuis 20 ans, Ann. de dermat. et syph. 
7:465 (Aug.-Sept.) 1926. 

2. Costello, M. J.: Lupus Erythematosus with Tuberculin Reaction, Arch. Dermat. & 
Syph. 41:942 (May) 1940. 
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In a case of lupus erythematosus tumidus reported in the literature * the disease 
was proved tuberculous by virtue of a positive guinea pig inoculation, the test 
having been performed with tissue excised from the tumor. Not only were the 
diseased foci in the animal typical of tuberculosis microscopically, but tubercle 
bacilli were actually recovered from them. 

The lesion in my patient remained unchecked for three years, and this absence 
of true healing was substantiated by microscopic study. Yet one week after the 
first intracutaneous injection of tuberculin retrogressive changes were obvious 
clinically. This fact alone is valuable corroborative evidence of tuberculous disease. 
Furthermore, the display of high allergy to tuberculin, repeated focal reactions 
following excessive dosage and the unquestioned favorable therapeutic response 
weave a circumstantial web of evidence about the tubercle bacillus as the micro- 
organism responsible for lupus erythematosus tumidus superficialis. 


SUMMARY AND CONCLUSIONS 


Lupus erythematosus tumidus superficialis, a variant of lupus erythematosus 
of the discoid type, is possibly a true tuberculosis of the skin. 

Patients with lupus erythematosus tumidus superficialis are highly sensitive 
to tuberculin. 

Tuberculin therapy is of decided benefit in these patients, but since its action 
is slow it should be given in conjunction with other forms of treatment, such as 
administration of a bismuth or gold compound. 

In the case presented tuberculin therapy proved efficacious after prolonged use. 
About 10 per cent of the original tumor remained after fourteen and one-half 


months’ treatment. 
160 Riverside Drive. 


3. Gougerot, H.; Burnier, and Ragu: Inoculation positive au cobaye d’un lupus éry- 
thémateux “tumidus” et rétroculture positive, Bull. Soc. frang. de dermat. et syph. 39:220 


(Feb.) 1932. 
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MICROSPORON INFECTION OF THE PALPEBRAL AND 
CILIARY REGIONS 


OSWALDO G. COSTA, M.D. 
Assistant in the Clinic of Syphilis and Cutaneous Diseases of the Faculty of Medicine 
of the University of Minas Geraes 
BELLO HORIZONTE, BRAZIL 


REPORT OF A _ CASE 


S. A. S. was a Negro schoolboy, born in Brazil and residing in Bello Horizonte. His 
family and personal history were of no particular interest. The patient stated that about 
six months prior to examination an eruption appeared on his scalp; afterward this spread to 
the forehead, cheeks, eyelids and upper and lower eyelashes on the right side and to both 
external ears. A dog was the transmitter of the disease, characterized by loss of hair. 


Dermatologic Examination—There were ten patches of microsporosis on the patient’s 
scalp, five in the occipital region, one in the right parietal region (fig. 1) and four in the 
left parietal region (fig. 2). On the face the patches were distributed as follows: one on 
the forehead (fig. 3), one on the left malar region (fig. 2), one on the left maxillary region 
(fig. 2), and one at the angle of the jaw on the right (fig. 1). Two patches appeared on the 
auricular appendages (figs. 1 and 2), a very infrequent localization of the infection. On 
the right upper and lower eyelids and on the upper and lower eyelashes on the same side 
(fig. 3) a patch could also be seen. 

The lesions on the scalp were rounded, squamous and of varying size, with hairs broken 
off short. The patch on the right eyelid showed microvesicles, tiny crusts, scales and slight 
erythema. The patches on the other glabrous parts were the same as the palpebral patch. 
The eyelashes were broken off 3 to 5 mm. from their bases, presenting the aspect of ciliary 
pseudoalopecia. These bald areas were interspersed with zones where the eyelashes were entire, 
for the breaking of the eyelashes was limited to four or five hairs. Some of the unbroken 
eyelashes had been pushed to one side, forming a true trichiasis, and others were enclosed 
in scales. The alteration of the eyelashes was accompanied by more or less intense inflam- 
mation of the ciliary margin, which was covered with small pityriasic scales and tiny crusts. 
The crooked hairs caused slight ocular irritation, which ceased as soon as the hairs were 
pulled out. The eyelashes of the lower eyelid were more severely attacked than those of 
the upper. 

Mycologic Examination—The mycologic examination was made by Dr. A. Neves, who 
reported the following observations: Direct examination of the eyelashes in lactophenol showed 
the presence of a dermatophyte with the characteristics of a microsporon. The cultural exami- 
nation revealed Microsporon felineum. 


The reaction to a trichophytin test (1: 100 solution) was positive, and that to an oidiomycin 
test, negative. 


I am particularly interested in M. felineum, about which Neves,’ who has 
studied it in Bello Horizonte, has made the following observations : 


1. M. felineum is responsible for a large number of cases of dermatomycosis in Bello 
Horizonte. 


2. In the cases studied there was well defined vesiculation in many of the cutaneous lesions. 


1. Neves, A.: Contribuigao ao estudo das dermatomycoses em Bello Horizonte, Arch. 
mineiros de dermato-syph. 5:2, 1919. 
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Fig. 1—Tinea due to M. felineum localized on the scalp, the right cheek and the external ear. 
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ear. 


; 
Fig. 2—Tinea due to M. felineum localized on the scalp, the left cheek and the external ear. 
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Fig. 3.—Tinea due to M. felineum localized on the forehead, the right eyelids and the upper 
and lower eyelashes of the same side. 
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3. In 90 per cent of the cases the cats and the dogs which transmitted the infection were 
discovered, 


4. In 74.19 per cent of the cases M. felineum was found in the glabrous regions. Infection 
| the scalp alone was present in 19.35 per cent, while mixed infection of the scalp and of the 
vlabrous skin was present in 6.45 per cent, of the cases. From this one concludes that there 
is a decided preference shown by M. felineum for the glabrous parts of the skin, and Fox 
and Blaxall 2 and Mewborn, among others, have come to the same conclusion. 

5. Four of my patients were adults. One of them was 60 years old. 

6. Not a single isolated case of infection by M. felineum was observed; as a rule there 
were small domestic and family epidemics. 

7. Children of both sexes are subject to microsporon infection, and infection is not excep- 
tional among adults. 

COM MENT 

In Bello Horizonte the sources of microsporon infection recorded are the cat, 
the dog and, rarely, the horse. In Sao Paulo, as mentioned by Martins de Castro, 
the cat, the dog, the horse and possibly the pig are transmitting agents of M. 
felineum and Microsporon lanosum. 

With respect to the localization of the lesions, cases have been reported in 
Brazil of lesions affecting nearly all parts of the cutaneous surface. Lesions situated 
on the eyelids and the periorbital region have been reported in Minas Geraes by 
Neves, but involvement of the eyelashes has never before been observed. 


SUMMARY 


I record a case of ringworm due to Microsporon felineum, with multiple 
localization on the scalp, the face, the ears, the eyelids and the right eyelashes. It 
is the first case of involvement of the eyelashes to be reported in Brazil. 


Rua Ceara, 1695. 


2. Fox, C., and Blaxall, F.: Microsporum Felineum, Brit. J. Dermat. 10:354, 1896. 
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ELEPHANTIASIC PAPULONODULAR MYXEDEMA 


JAMES SUNSERI, M.D. 
SAN JOSE, CALIF. 


From time to time cases of localized or circumscribed myxedema appear in the 
medical literature. Without a doubt there are many such cases which are unrec- 
ognized or unreported. 

Because the science of endocrinology is still in the stage of adolescence and 
because knowledge of cutaneous physiology is meager, the chemical, physiologic 
and endocrine factors in circumscribed myxedema still belong in the realm of 
theory. 

Circumscribed myxedema is a form of myxomatous degeneration associated 
with dysfunction of the thyroid gland. Whereas the edema of true myxedema, in 
the medical sense, is not usually evident until the basal metabolic rate has dropped 
to — 18 or — 20 per cent, the objective changes of circumscribed myxedema may 
make their appearance concomitant with the degree of elevation of the basal 
metabolic rate usually associated with a severe grade of hyperthyroidism. 

In the majority of instances circumscribed myxedema follows thyroidectomy 
and appears simultaneously with the signs and symptoms of recurrent hyper- 
thyroidism. For this reason, it has been considered as a complication of or a 
possible sequel to thyroidectomy. In fact, it may develop before any operation on 
the thyroid has been performed and before or during the active manifestations of 
thyroid intoxication. In other cases it may manifest itself along with signs of 
hypothyroidism. Or a transitory period of generalized myxedema may follow 
thyroidectomy, and this may be succeeded by the appearance of the lesions ot 
circumscribed myxedema. 


REVIEW OF THE LITERATURE 


No attempt will be made to cover all the recorded cases of this condition. 

In 1930 O’Leary * reported 8 cases. In 7 of them circumscribed myxedematous 
lesions, confined to the lower third of both legs, developed six months or more after 
thyroidectomy. In his eighth case myxedematous plaques appeared six months 
before the symptoms of exophthalmic goiter were recognized and eighteen months 
before the thyroid vessels were ligated. Pillsbury and Stokes’ reported a case 
of toxic exophthalmic goiter in which, six months after thyroidectomy, mild symp- 
toms of hypothyroidism intervened without producing any demonstrable changes 
in the skin. After successive periods of medication with thyroid, with concomitant 
subsidence and intermittent recurrence of constitutional myxedema, two symmetric 
plaques of infiltration were noted over the tibias. Ingram* reported a case of 
circumscribed myxedema associated with advanced exophthalmic goiter, of which 
the patient subsequently died. Netherton and Mulvey * presented 6 cases of this 


1. O’Leary, P. A.: Localized Solid Edema of the Extremities in Association with 
Exophthalmic Goiter, Arch. Dermat. & Syph. 21:57-70 (Jan.) 1930. 

2. Pillsbury, D. M., and Stokes, J. H.: Circumscribed Myxedema of the Skin, Arch. 
Dermat. & Syph. 24:255-270 (Aug.) 1931. 

3. Ingram, J. T.: Circumscribed Myxedema Associated with Hyperthyroidism, Brit. J. 
Dermat. 45:19-23 (Jan.) 1933. 

4. Netherton, E. W., and Mulvey, B.: Circumscribed Myxedema, J. A. M. A. 104: 


1492-1496 (April 27) 1935. 
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s idrome. In all instances the myxedematous lesions developed after the initial 
a ack of hyperthyroidism. In 3 of the cases the lesions appeared simultaneously 
with recurrent hyperthyroidism. In 1 case the lesions were accompanied by symp- 
toms of transitory hypothyroidism prior to the development of recurrent hyper- 
thyroidism. In another case the plaques developed six years after a second 
thyroidectomy. In still another case the lesions of circumscribed myxedema were 
associated with definite signs of hypothyroidism, which appeared two years after 
thyroidectomy. Handley and Downing ® reported a case of nodular myxedema 
of the lower parts of the legs complicating thyrotoxicosis in a young man. The 
eruption appeared before operation on the thyroid. 

Assuming that the fundamental and primary disturbance in this syndrome is 
endocrine, and that before definitive and substantial conclusions concerning its 
basic causes can be arrived at more exhaustive endocrinologic investigations are in 
order, due consideration must still be given to the contributing factors which may 
favor the development of circumscribed myxedema. 

In attempting to explain the constant involvement of the lower extremities in 
the plaque type of circumscribed myxedema, Pillsbury and Stokes * suggested that 
the circulatory stasis of the legs so commonly observed in cases of exophthalmic 
goiter may change the usually easily reversible condition of myxedema into a 
resistant, almost irreversible, process. In Ingram’s case* the position of the 
myxedematous area of skin suggested that its development was dependent on 
gravitational edema of the legs associated with heart failure. The edema, such as 
is frequently observed with hyperthyrodism, was not present in any of the cases 
reported by Netherton and Mulvey.* Lord and Morrison ° stated that their case of 
circumscribed myxedema, unlike the cases of O’Leary,’ did not present long-standing 
edema of the extremities of cardiac origin; in fact, there was no edema whatever. 
In the case reported by Handley and Downing ° there was no preexisting edema of 


the legs. McMenemy‘ also described a case in which there was no evidence of 
cardiac failure or other cause of edema of the legs. 

From the foregoing review, it appears that the preexistence of an edematous 
condition is not essential for the development of localized myxedematous lesions. 
Seemingly, there are cases in which the disease begins without initial edema of 
the legs and cases in which it develops on edematous tissue. 


REPORT OF A _ CASE 


Past History —J. B., a white woman aged 42, a widow, began to take thyroid for obesity 
in 1934. From six months to a year later signs and symptoms of hyperthyroidism (thyro- 
toxicosis) developed. A thyroidectomy was performed in July 1936, at which time seven 
eighths of the gland was removed. Adenoma of the thyroid was reported. Eleven months 
later she was hospitalized, with a history of puffiness about the eyes, swelling of the face 
on awakening in the morning, swelling from the hips down, polyuria, fatigability and cardiac 
palpitation on overexertion. Physical examination demonstrated pitting edema of both legs, 
feet and hands. The condition was diagnosed and treated as chronic nephritis, although 
laboratory tests gave inconclusive evidence with respect to this diagnosis. The care she 
received in the hospital relieved the patient somewhat. 

In May 1938 she entered the outpatient medical department of the University of Cali- 
fornia Hospital for diagnosis and suggestions as to treatment. A peculiar brawny sensation 
was noted on palpation of the affected skin, with induration of the lower third of both legs. 
Repeated urinalyses failed to disclose albuminuria. The urine was likewise normal in all 


5. Handley, F., and Downing, J. G.: Nodular Myxedema Complicating Thyrotoxicosis, 
Arch. Dermat. & Syph. 40:374-379 (Sept.) 1939. 

6. Lord, L. W., and Morrison, S.: Circumscribed Cutaneous Myxedema Associated 
with Possible Endocrine Disturbances, South, M. J. 26:231-237 (March) 1933. 

7. McMenemy, W. H.: Circumscribed Myxedema Associated with Graves Disease, Brit. 
J. Dermat. 45:350-352 (Aug.-Sept.) 1933. 
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other respects. The basal metabolic rate was + 28 per cent. Examination of the blood plasma, 
in conjunction with appraisal of the dietary history, led to a diagnosis of hypoproteinemia 
and avitaminosis B. The diagnosis of myxedema was practically ruled out. Appropriate 
treatment for the hypoproteinemia and avitaminosis was begun eleven days later, when she 
was admitted to the hospital. At this time she complained of headache, tinnitus and shifting 
edema. With rest in bed, low fluid intake and administration of diuretics she showed some 


Fig. 1—Acromegalic facies and exophthalmos. 


Fig. 2.—Elephantiasis of the lower half of the body. 


improvement, as she had on previous occasions. A biopsy of the abdominal wall revealed 
great thickening of the subcutaneous connective tissue, with moderate perivascular round cell 
infiltration. 

Immediate History—In December 1940 she attended the dermatologic clinic of the Santa 
Clara County Hospital, at which time I first saw her. Exophthalmos and a papular erup- 
tion on the shins had developed during the latter half of 1939. She complained of swelling 
of the lower limbs, which interfered with motion and was especially aggravated in the late 
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aiiernoon and evening, and of swelling of the upper part of the body, the face, the mouth 
and the tongue in the morning on arising. In the morning the lower parts of the body 
were not so severely swollen as later in the day, when she had been on her feet for some 
tine. On being questioned, she disclosed that at no time previous to the thyroidectomy had 
there been any swelling or edema of the legs or other portions of the body. She stated that 
alter thyroidectomy some hair fell from her head; this loss was temporary. Loss of pubic 
hair, however, was more profuse and permanent. After the thyroidectomy there was decrease 
in sexual desire. 

Clinical Observations—The patient was generally obese, with no tremors or other evi- 
dence of nervous instability. The hair of the scalp was of normal amount and _ slightly 
coarse. Exophthalmos was noticeable. The facial features were heavy and acromegalic. 
The skin and subcutaneous structures of the upper part of the thorax were normal. At a 
point between the middle of the thorax and the waist line, the cutis became perceptibly dense 
and turgid, the degree increasing downward. The lower part of the body was massive and 
heavy. The legs had to be spread apart to some extent in walking. These elephantiasic 
features, noticeable from above the waist line to the ankles, were imparted not only by the 
gross, awkward appearance of the swollen parts but by the dark, brawny aspect of the skin, 
by the striae distensae which ridged the abdomen, the lower part of the back, the hips and 


Fig. 3.—Papular eruption on the legs, below the knees, and fused nodules over the pubis. 


the thighs and by the generally rough, wrinkled and indurated character of the integument, 
which lay in thick folds at the ankles. 

From the waist down, it became progressively more difficult to pick up the tough skin, 
so firmly was it attached to the underlying tissues. The skin did not feel cool to the touch, 
nor was pitting elicited on pressure. Skin-colored pinhead-sized papules topping the follicular 
openings produced a picture similar to that of generalized goose flesh. Larger, semitranslucent 
papules and nodules of varying sizes, firm, smooth and grayish, were disseminated over the 
several aspects of the lower extremities. On the shins the outcropping was most profuse, 
being confluent in the midline, closely aggregated and discrete toward the outer edges. On 
the upper parts of the legs and thighs, and more noticeably disposed over the anteromedial 
aspects, the papules were isolated and were smaller, less numerous and of more uniform size. 
Large, irregular, grayish, fused nodules were studded over the pubic region. Here the hair 
was scanty. Diffuse and ill defined tumefactions could be palpated under the hypertrophied 
skin of the calves. A few round and oval patches on the lower limbs exhibited dimpling of 
the hair follicles, suggestive of orange peel or pigskin. 

The average blood pressure reading was 170 systolic and 70 diastolic, expressed in milli- 
meters of mercury. The average pulse rate was 108 per minute. The respiratory rate was 
20 per minute. The patient weighed 181 pounds (82.1 Kg.). 

Laboratory Data—A few months after thyroidectomy the basal metabolic rate fell to 
—10.18 per cent. After 1936 it fluctuated between + 23.20 and + 44 per cent (the rate at 
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the time of writing). Erythrocyte counts were consistently low, the anemia being of the 
hypochromic type. The latest hemogram showed a count of 3,680,000 red cells, with a 
hemoglobin level of 70 per cent. There was hypochromia, with anisocytosis, macrocytosis, 
poikilocytosis and Howell-Jolly bodies. The white cells numbered 15,300 per cubic milli- 
meter of blood. All differential counts were characterized by lymphocytosis. The nonpro- 
tein nitrogen content of the blood varied from 22.2 to 43.6 mg. per hundred cubic centimeters ; 
at the time of writing, March 19, 1941, it was 37 mg. The values for phosphorus and 
calcium in the blood were and had been within normal limits. The most recent determina- 
tion of serum cholesterol showed 156 mg. per hundred cubic centimeters. In June 1938 the 
value was 108 mg. per hundred cubic centimeters. The total serum protein and its fractions 
were regularly either below the average limits or at low average levels. The reaction to 
a recent Takata-Ara hepatic function test was 4 plus. The Goetsch epinephrine sensitivity 
test, performed in January 1941, gave negative results. A dextrose tolerance test demon- 
strated a high renal threshold for sugar. Determination of the blood sugar during fasting 
revealed 142 mg. of dextrose per hundred cubic centimeters. Glycosuria was not noted. In 
July 1938 the iodine content of the blood was 11.8 micrograms per hundred cubic centimeters. 
A roentgenogram revealed a normal sella turcica. The heart shadow showed slight 
enlargement. The shape of the heart was not significant of any pathologic change. 


Histologic Examination.—Sections of the skin, from nodules taken from the leg, showed 
an edematous condition. The loose fibrillar connective tissue mesh exhibited a basophilic- 
staining property resembling that of mucus. The histologic diagnosis was edema and muci- 
nous degeneration of cutaneous connective tissue. 


SUMMARY AND CONCLUSIONS 


A case of papulonodular myxedema, with lesions developing within two years 
after a partial thyroidectomy for hyperthyroidism, is reported in a patient present- 
ing an elevated basal metabolic rate, tachycardia and exophthalmos, symptoms of 
hyperthyroidism. These symptoms, though at first glance indicative of recurrent 
hyperthyroidism, may be attributed to an overfunction of the pituitary gland. 

This case, although not one of circumscribed myxedema in the strict sense, is 
remarkable because of the almost generalized cutaneous involvement, for which 
the terms mucoid papular disease and lichen myxedematosus have been proposed. 
The condition is undoubtedly the product of a similar series of endocrine events 
which lead to the development of ordinary circumscribed myxedema, with plaque- 
like lesions restricted to the lower limbs. 

That the initial edema of the legs, developing only after thyroidectomy and 
preceding the appearance of the papular and nodular eruption, was not the conse- 
quence of recurrent hyperthyroidism one may feel safe in assuming, since at the 
time the patient was examined at the University of California Hospital, the edema- 
tous state being then present and of primary concern, the diagnosis of edema 
secondary to hyperthyroidism was not made. Furthermore, the exclusive diagnosis 
of edema due to hypoproteinemia and avitaminosis B was offered on that occasion. 
This diagnosis has been rendered untenable by later developments. Therefore, 
one may speculate that the initial edema might have been a part of the syndrome 
under discussion, but one cannot disregard the significance of consistently low 
serum protein values in the production of this edema. 

It may be theorized that in this case there may have been an overactivity of 
the pituitary without an associated overgrowth of the gland, as attested by the 
presence of a normal sella turcica. The normal size of the pituitary may explain 
the absence of glycosuria, so common with overfunction of the gland, as some 
investigators believe that the glycosuria associated with hyperactivity (with over- 
growth) of the pituitary is due not to a disorder of glandular secretion but to 
stimulation of nerve centers or pathways in the hypothalamic region (floor of the 
third ventricle). 


311 South First Street. 


‘retinal vessels and above the choroidal vessels, having no constant relation to 


ANGIOID STREAKS AND PSEUDOXANTHOMA 
ELASTICUM 


ROBERT H. EBERT, M.D. 
CHICAGO 


Angioid streaks of the fundus and pseudoxanthoma elasticum of the skin are 
rare diseases of apparently unrelated organs which only recently have been con- 
sidered as related conditions, and possibly as manifestations of a single systemic 
disease. The first condition was described first by Doyne * (1889) and independently 
by Plange * (1892) and was given the name “angioid streaks” by Knapp (1892).* 

Balzar in 1884 (Ormsby ‘*) first described a rare disease of the skin which 
Darier later (1896) called pseudoxanthoma elasticum (Throne and Goodman °*). 
As early as 1903 Hallopeau and Laffitte * described the association of pseudoxan- 
thoma elasticum with angioid streaks, but it was not until the work of Groénblad * 
(1929 and 1932) that the two diseases were generally associated and an attempt 
was made to correlate the etiologic factors in the two conditions. 


ANGIOID STREAKS 


Appearance —On ophthalmoscopic examination angioid streaks appear as 
jagged, irregular streaks which radiate from a peripapillary ring of the same 
nature (Lister,* Verhoeff ® and Gronblad ™). By the use of the Gullstrand binocular 
ophthalmoscope it has been shown that they lie deep in the retina, beneath the 


either (Wildi*®). The circumpapillary ring from which they radiate may be a 
gray zone around the disk, which is more or less pigmented and associated with 
pigmentation at the margin of the disk (Verhoeff*), or may have a whitish, 
atrophic appearance (Hagedoorn"'). Rarely the streaks begin at a considerable 
distance from the disk.° The streaks may radiate like the spokes of a wheel, or 
they may appear to branch and anastomose, this arrangement giving the angioid 
appearance commented on by Knapp * and Stephenson.’* 

The streaks are usually described as brown or reddish brown, but they have 
also been reported as red, black, gray-brown, lead colored or, rarely, white." 


1. Doyne, R. W.: Tr. Ophth. Soc. U. Kingdom 9:128, 1889. 

2. Plange, O.: Arch. Ophth. 21:282, 1892. 

3. Knapp, H.: Arch. Ophth. 21:289, 1892. 

4. Ormsby, O. S.: Diseases of the Skin, Philadelphia, Lea & Febiger, 1937, p. 689. 

5. Throne, B., and Goodman, H.: Pseudoxanthoma Elasticum, Arch. Dermat. & Syph. 4: 
419 (Oct.) 1921. 

6. Hallopeau and Laffitte: Ann. de dermat. et syph. 4:595, 1903. 

7. Grénblad, E.: Acta ophth. (a) 7:329, 1929; (b) (supp. 1) 10:1, 1932. 

8. Lister, W. T.: Ophth. Rev. 22:151, 1903. 

9. Verhoeff, F. H.: The Nature and Pathogenesis of Angioid Streaks in the Ocular 
Fundus, Tr. Sect. Ophth., A. M. A., 1928, p. 243. 

10. Wildi, G.: Klin. Monatsbl. f. Augenh. 76:177, 1926. 

11. Hagedoorn, A.: Angioid Streaks, Arch. Ophth. (a) 21:746 (May) 1939; (b) 24: 
935 (June) 1939. 

12. Stephenson, S.: Tr. Ophth. Soc. U. Kingdom 12:140, 1892. 

13. Lister.8 Verhoeff.° Grénblad.7» 
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De Schweinitz '* described a case in which, over a period of a year, the color 
changed from red to brownish black. 

Angioid streaks vary in width from one-half to three or four times the diameter 
of retinal veins at the disk. Colored streaks are sometimes bordered by light gray 
or white bands on one or both sides, and there may be partial depigmentation along 
portions of the streaks.’ Angioid streaks are bilateral almost without exception," 
although the degree of involvement and the color of the streaks may vary in the 
two eyes. 

Associated Conditions.—It seems to be generally agreed by most authors that 
angioid streaks themselves do not cause symptoms, but there is much confusion 
as to their relation to associate changes in the fundus which do give rise to 
symptoms. 

There is a feeling that angioid streaks are frequently associated with retinal 
hemorrhages and with a disciform submacular degeneration,’ and, as will be 
pointed out elsewhere, there may be some pathologic basis for this belief. Scholz 
stated the belief, however, that the frequent association of angioid streaks with 
serious disease of the fundus is due to the fact that angioid streaks are discovered 
incidentally, and are not noticed unless the fundus is carefully examined for some 
more serious condition. 

Scholz gave an excellent statistical review of the symptoms and _ asso- 
ciated conditions in cases of angioid streaks. He reviewed 188 such cases in 
the literature (including 6 of his own) and noted that the most common pre- 
senting complaint was depreciation of vision '® (recorded in 72 cases). Visual 
acuity showed no constant change, however. In 37 per cent of cases the corrected 
vision was 20/20, in 29 per cent 20/30 to 20/100 and in 30 per cent less than 
20/200. Refractive errors, recorded in 85 cases, included myopia, in 35 per cent, 
emmetropia, in 37 per cent and hyperopia, in 26 per cent. Visual fields, reported 
in 80 cases, were normal except in instances in which there was some other cause 
for a field defect. In an analysis of the results of examination of the fundus, Scholz 
found that the macula of one or both eyes was abnormal in 140 of the 188 cases. 
These abnormalities were distributed as follows: recent hemorrhage, in 35 cases; 
scarring, in 19 cases; abnormal pigmentation, in 18 cases, a hole in the macula, 
an exudate or a specific type of retinitis, such as disciform degeneration or 
retinitis circinata, in 23 cases. In 65 cases retinal hemorrhage was recorded, and 
in 70 cases choroiditis of various types was reported. 

Differential Diagnosis —Full-blown angioid streaks are so unique that they 
are rarely confused with any other condition. However, in borderline cases the 
following conditions should be considered in a differential diagnosis : °° 

1. Choroidal vessels. These structures are not likely to be confused with 
angioid streaks, since they have an entirely different appearance. 

2. Siegrist’s pigmented streaks in arteriosclerosis. These occasionally cause 
some confusion, “but their rough, irregular, darkly pigmented aspect is seldom 
observed in angioid streaks and never over the entire course of the streak.” '™ 


14. de Schweinitz, G. E.: Tr. Am. Ophth. Soc. 8 (pt. 3): 650, 1896. 

15. Lister. Verhoeff.® 

16. Only 2 cases of true monocular angioid streaks have been reported (Scholz 18), 

17. Grénblad.*» Hagedoorn.!!@ 

18. Scholz, R. O.: Angioid Streaks, Arch. Ophth. 26:677 (Oct.) 1941. 

19. In the light of the importance attached to trauma by certain authors, it is interesting 
to observe that a history of trauma was obtained in only 24 cases, and in half of these the 
trauma was experienced at least two years prior to examination. 

20. Grénblad.*» Hagedoorn.!!8 Scholz.18 
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3. Striate retinitis following detachment of the retina. The streaks in this 
condition are not so sharply marked off and lack the serrated edges of angioid 
streaks. There is also, as a rule, other evidence of detachment, such as pigmen- 
tation. 

4. Myopia. In the myopic eye the circumpapillary region may be white and 
irregularly pigmented, but there is no sharp line of demarcation and there are no 
streaks. 

5. Perivascular atrophy of choroidal pigment. The zone of depigmentation 
around a choroidal artery may be confusing occasionally, though the margins are 
not jagged and the streaks are not colored. 

The pathologic basis of angioid streaks will be discussed in another part of the 
paper. 

PSEUDOXANTHOMA ELASTICUM 

Clinical Picture —Pseudoxanthoma elasticum is a rare disease of the skin 
characterized by egg yellow or light orange, pinhead-sized to pea-sized papules, 
which may be discrete or confluent. Confluent lesions may be as large as the 
palm.?!_ Lesions are linear, reticulated or punctate and occur on the sides of the 
neck, below the clavicle, in the axillary fold, the cubital fossa, the popliteal space 
and the inguinal region and sometimes on the chest, abdomen and thigh. Lesions 
also have been reported as occurring in the buccal mucosa.*** The skin surround- 
ing the lesions is usually livid and may even be telangiectatic, and characteristically 
there is loss of elasticity of the skin in the involved regions. 

The disease is frequently noticed in early life, but since it is symptomless, it 
may not be seen by the dermatologist until many years after the onset. 

Clinically the picture is characteristic, and the only disease with which it is 
likely to be confused is senile elastosis.2"* In most cases the diagnosis is apparent 
not only from the typical appearance of the lesions but from the age of the patient. 
In certain borderline cases the lesions may be so sparse that they are seen with 
difficulty, but biopsy will usually confirm the diagnosis. 

Pathologic Features —Pathologically pseudoxanthoma elasticum charac- 
terized by diffuse and circumscribed areas of swollen, broken and fragmented 
elastic fibers in the subpapillary layer and the middle portion of the cutis.** Degen- 
erated fibers occur in large coils, which are surrounded by normal collagen fibers. 
Bodin described a giant cell peculiar to this disease, but such a cell has not been 
noted by other investigators. Other structures in the corium are essentially 
normal. 

Jones, Alden and Bishop *** stated that there is no essential difference between 
the pathologic change in pseudoxanthoma elasticum and that in senile elastosis. 
However, in a discussion on this paper, Montgomery pointed out that in senile 
elastosis there is degeneration of both elastic and collagen fibers whereas in pseu- 
doxanthoma there is no degeneration of collagen. 

In an excellent paper on the pathologic nature of pseudoxanthoma elasticum, 
Finnerud and Nomland ?** demonstrated by incineration, quantitative analysis and 
microchemical methods that the degenerated elastic tissue is richly infiltrated with 
calcium, which occurs in the form of calcium phosphate. 


21. (a) Jones, J. W.; Alden, H. S., and Bishop, E. L.: Pseudoxanthoma Elasticum, 
Arch. Dermat. &, Syph. 27:424 (March) 1933. (b) Ormsby. Throne, and Goodman.® 

22. (a) Finnerud, C. W., and Nomland, R.: Pseudoxanthoma Elasticum, Arch. Dermat. 
& Syph. 35:653 (April) 1937. (b) Throne and Goodman.® 
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Etiologic Theories—The cause of pseudoxanthoma elasticum is unknown. 
Different theories have been proposed, and the disease has been considered by 
different authors ° as a tuberculous process, as a tumor, as a nevus and as an 
idiopathic degeneration. Although the cause is still unknown, there is a tendency 
today to look on the disorder as part of a generalized systemic disease involving 
elastic tissue in different parts of the body. 


ASSOCIATION OF PSEUDOXANTHOMA ELASTICUM AND 
ANGIOID STREAKS 


Although Hallopeau and Laffitte® were the first to report the simultaneous 
occurrence of angioid streaks and pseudoxanthoma elasticum, it remained for 
Gronblad* to draw attention to the essential similarity of the two diseases. In 
an imposing review of the literature and an exhaustive presentation of 4 cases of 
angioid streaks and pseudoxanthoma elasticum, Gronblad *® made the following 
points: (1) Both diseases are rare; (2) both occur in brothers and sisters; ** (3) 
both progress slowly; (4) both have a symmetric (bilateral) distribution; (5) 
the lesious of both are localized in regions rich in elastic tissue, and (6) both occur 
in a variety of age groups.** 

Since Groénblad’s first article,”* in 1929, numerous cases of the two diseases 
have appeared in the literature and, in general, have supported his conclusions. 
Sandbacka-Holmstro6m *° reported that of 100 cases of pseudoxanthoma elasticum 
published between 1929 and 1939, the disease was associated with angioid streaks 
in the eye in 87 and with nonspecific choroidal changes in 4 and that in 7 cases 
there were no ocular changes. 

In 1941 Scholz '* reported that of the 139 cases of angioid streaks reported 
since 1929, the disease was associated with pseudoxanthoma elasticum in 59 per 
cent, there was no cutaneous change in 13 per cent and the condition of the skin 
was not mentioned in 18 per cent. 

It is obvious that angioid streaks are not always associated with pseudoxan- 
thoma elasticum, but it is equally apparent that the association of the two diseases 
is far too frequent to be coincidental, particularly since both are rare. 


PATHOLOGIC BASIS OF ANGIOID STREAKS 


The pathologic character of angioid streaks is confused, chiefly because so few 
specimens have been examined histologically. Most of the theories proposed have 
been based on the ophthalmoscopic picture, and this has led to conflicting views. 
No attempt will be made to review all the theories proposed, but the most impor- 
tant ones will be mentioned. 

Doyne,’ (1889) in the first description of the disease, stated: “The irregulari- 
ties and jags in their [the streaks’] outline exactly correspond in most cases and 
are probably due to rupture of the pigment layer of the retina.” 

Plange,*? describing the disease independently in 1892, concluded that there 
was a deposition of blood pigment in the retina after hemorrhage and that this 


23. There appears to be evidence in the literature that each disease is inherited as a 
mendelian recessive characteristic. 

24. This age distribution is borne out in the literature. Throne and Goodman 5 reported 
that in 20 cases collected from the literature the age incidence varied from 7 to 74 years. 
Scholz,18 in an analysis of the literature, reported that angioid streaks have been found in 
patients from the first to the eighth decade, with a peak in the fourth and‘ fifth decades. 

25. Sandbacka-Holmstr6m, I.: Acta dermat.-venereol. 20:684, 1939; abstracted, Zentralbl. 


f. d. ges. Ophth. 44:491, 1940. 
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was followed by hyperplastic changes in the supporting fibers of Muller. He 
commented, however, that it was odd that the blood pigment was not reabsorbed, 
as it is in other types of hemorrhage. Knapp* (1892) expressed agreement with 
Plange’s view, and de Schweinitz '* (1896), stated the opinion that the change 
in color of angioid streaks from reddish to brownish black was evidence of their 
hemorrhagic nature. Collins ** (1923) suggested that a deposit of blood pigment 
was derived from subchoroidal hemorrhage in the perivascular spaces of the short 
ciliary arteries composing the circle of Zinn. 

Hughes *? (1929) combined the views of Doyne and of Plange and proposed 
the theory that fissures extended through the pigment layer and into the lamina 
vitrea, causing disruption of the choriocapillaris and resulting in hemorrhage. 

Lister * (1903) observed a new system of blood vessels between the choroid 
and the retina of two eyes which he had enucleated and in which macroscopically 
there appeared to be streaks. He admitted that the case was not one of angioid 
streaks but suggested that the pathologic basis of angioid streaks might be similar. 

The advent of Gronblad’s work on the association of pseudoxanthoma elasticum 
and angioid streaks led to certain attempts to correlate these two conditions as a 
disease of elastic tissue. Wassenaar ** suggested that on the basis of a congenital 
weakness of the elastic membrane between the choroid and the retina, abnormal 
vessels might find their way between the two layers of the embryonic eye and that 
this anomaly might explain the appearance of angioid streaks. Clay *® proposed 
the theory that short posterior ciliary veins passing through the sclera in an 
abnormal manner might become thrombosed mechanically by an increase in the 
fibroelastic tissue of the sclera with resultant hemorrhage and angioid streaks. 

All of the theories mentioned so far were based either on ophthalmoscopic 
evidence or on reasoning from analogy (as in the case of Lister *); none had any 
real pathologic basis. In 1911 Magitot *° actually studied an eye histologically 
from a case of a condition which he thought was angioid streaks. It has been 
generally accepted since, however, that the disease in his case was not angioid 
streaks but probably arteriosclerosis of the choroid.*’ 

Verhoeff * presented a case of a man aged 54 whose right eye was enucleated. 
Angioid streaks were seen in this eye macroscopically after enucleation. There 
were no true angioid streaks in the remaining eye, however. Microscopic exam- 
ination revealed projections beneath the retina which were composed of Bruch’s 
membrane, the choriocapillaris and more or less of the layer of small vessels. These 
folds were covered with pigment epithelium and were associated with extensive 
obliteration of vessels and a few subchoroidal hemorrhages. Verhoeff suggested 
that the fibrosis might be caused by progressive vascular obliteration due to a 
congenital defect, and he proposed the name “fibrosis choroideae corrugans’’ for 
the condition. In the discussion following the paper, Zentmayer criticized the 
lack of an ophthalmoscopic examination prior to the patient’s death and pointed 
out the absence of angioid streaks in the other eye. Scholz ** stated that the 
other eye of this patient was examined several years later by Terry and failed to 


26. Collins, E. T.: Tr. Ophth. Soc. U. Kingdom 43:273, 1923. 

27. Hughes, W. L.: Angioid Streaks of the Fundus Oculi, Arch. Ophth. 1:551 (May) 
1929. 

28. Wassenaar, T.: Am. J. Ophth. 16:759, 1933. 

29. Clay, G.: Angioid Streaks of the Retina and Pseudoxanthoma Elasticum, Arch. 
Ophth. 8:334 (Sept.) 1932; Tr. Sect. Ophth., A. M. A., 1932, p. 182. 

30. Magitot, A.: Ann. d’ocul. 145:12, 1911. 

31. Collins.26 Hagedoorn.11» 
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show any such lesion. Scholz commented that since there have been only 2 
authenticated cases of monocular angioid streaks, it is doubtful whether Verhoeff’s 
case was actually a true instance of the disease. 

Law ** described a somewhat similar pathologic picture. He reported the 
occurrence of angioid streaks in a boy aged 17 years and in the boy’s sister, aged 
21. No mention was made of pseudoxanthoma elasticum, but in both cases the 
skin over the neck was thickened. Some years after the first examination the boy 
died, and his eyes were examined histologically. Law described folds in the 
retina involving all its layers except the innermost and the outermost. The internal 
limiting membrane passed over the fold in a gentle curve, and the layer of pigment 
was undisturbed. An accumulation of uveal pigment and pigmentary debris lay 
under the fold between the pigment layer of the retina and the layer of rods and 
cones. The author did not make a reconstruction of the streaks from serial sec- 
tions but stated that in general the folds corresponded to the positions of the 
streaks. Law has been criticized by Scholz ?* for not having made serial sections 
of the eye. It is also worth noting that the eyes were mislaid and were not sent to 
Law till “some months had elapsed.” They remained in a solution of formaldehyde 
and saline mixture all this time. 

Benedict ** described a histologic study of an eye which had been enucleated 
for congestive glaucoma. No ophthalmoscopic examination could be made of this 
eye, but the other eye contained typical angioid streaks, and angioid streaks were 
seen in the enucleated eye with a Zeiss binocular magnifier. Benedict stated: 

None of the proffered explanations of angioid streaks could be confirmed by microscopic 
examination. There were no thrombosed vessels about the zonule of Zinn, as suggested by 


Collins and Clay, nor were there any abnormal vessels, as suggested by Wassenaar. Some 
fibrosis was present, particularly about the disk, but folds or projections were not found. 


In general the retina was normal. 

The only other theory which has received any support from pathologic studies 
is that of the production of angioid streaks by rupture in the lamina vitrea. This 
hypothesis was first proposed by Kofler ** (1917) on the basis of ophthalmoscopic 
evidence and was supported by Wildi *° and Gronblad* on the same grounds. 

In 1938, however, Bock ** presented pathologic evidence for this view. He 
reported the case of a man aged 44 who had typical angioid streaks associated 
with pseudoxanthoma elasticum. Clinically dilatation of the arch of the aorta 
(measured fluoroscopically) was also demonstrated, although the Wassermann 
reaction was negative and there was no history of syphilis. The patient died four 
months after the examination, but the eyes were not obtained for fixation until 
forty-eight hours after death. Histologic examination revealed that the lamina 
vitrea was thickened and stained deeply with both hematoxylin and elastic tissue 
stains. This layer showed many small defects and breaks and in other places 
appeared split and fragmented. These changes were most evident in the region 
of the papilla, whereas there was relatively little change near the ora serrata. With 
the aid of serial sections a reconstruction of the defects near the papilla was made; 
this showed branching and anastomosing streaks, corresponding to those seen 
ante mortem. There were no changes in the elastic fibers in the sclera, choroid, 
lamina cribrosa or dura of the optic nerve, but there were defects in the lamina 


32. Law, F. W.: Tr. Ophth. Soc. U. Kingdom 58:191, 1938. 

33. Benedict, W. L.: The Pathology of Angioid Streaks in the Fundus Oculi, J. A. M. A. 
109:473 (Aug. 14) 1937. 

34. Kofler, A.: Arch. f. Augenh. 82:134, 1917. 

35. Bock, J.: Ztschr. f. Augenh. 95:1, 1938. 
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elastica of the ciliary arteries and in the arteries of the lamina choriocapillaris. 
The elastic tissue in the aorta showed thickening and disintegration, whereas the 
collagen fibers in the aorta were unchanged. Bock concluded that the disease was 
a degenerative process of elastic tissue in the skin and certain parts of the eye, 
as well as in the ciliary artery and the aorta, and he suggested the name “elastosis 
dystrophica” for the disease complex.** 

Hagedoorn ** studied a case of angioid streaks associated with pseudoxanthoma 
elasticum in which autopsy was performed, and he described independently the 
small defects in Bruch’s membrane observed by Bock. He also noted the decided 
basophilia and apparent thickening of the lamina vitrea in sections stained with 
hematoxylin. In sections stained with orcein, however, he observed that Bruch’s 
membrane was not thickened, in fact was actually atrophic. On reexamining the 
sections stained with hematoxylin, he found that the apparent thickening was an 
optical illusion, due to the intense staining of the lamina vitrea. He noted that 
the degeneration in the lamina was greatest in the peripapillary and submacular 
regions and suggested that this might explain the fairly frequent occurrence of 
disciform submacular degeneration associated with angioid streaks. Because of 
the intense staining of Bruch’s membrane with hematoxylin, Hagedoorn attempted 
to demonstrate the presence of calcium with von Kossa’s stain, but the results 
were negative. The author suspected, however, that the calcium might have been 
dissolved out by the acid solution of formaldehyde used as a fixative. Accidentally, 
Hagedoorn observed that the lamina vitrea gave a strongly positive reaction for 
iron with Turnbull blue. The meaning of this reaction remained obscure, although 
a section from a case of pseudoxanthoma elasticum also gave a positive reaction. 

Hagedoorn *?” also described hypertrophic sclerosis of the arteries in the eye 
and observed that there was an irregular distribution of pigment in the choroid in 
affected areas, as well as proliferation of glial tissue between the retina and Bruch’s 
membrane. He concluded: “There is a degeneration of the elastic fibers of this 
membrane [Bruch’s] identical with that seen in pseudoxanthoma elasticum.” 

Verhoeff ** severely criticized the diagnosis in Hagedoorn’s case on the grounds 
that examination of the fundus before death was only cursory and that no photo- 
graphs or drawings were made. He reported that in an examination of 600 
pathologic specimens collected at random he noted basophilic staining of Bruch’s 
membrane in 70. He concluded: “The condition is without pathologic significance 
and is simply a senile change . . .” It is worth noting that Benedict, Verhoeff 
and Law all observed that the lamina vitrea was normal. 


CONCLUSIONS 


All the pathologic studies of angioid streaks are open to criticism. Verhoeff’s 
case was probably not one of this disease. Law did not make serial sections, and 
his preparations remained in fixatives for several months. Bock did not obtain 
his specimen until forty-eight hours after death, and Hagedoorn did not make a 
thorough ophthalmoscopic examination of his patient prior to death. Benedict was 
unable to examine the eye he studied before enucleation. It is apparent, therefore, 
that further pathologic studies must be made before any definite conclusions can 


36. Urbach and Wolfram (Arch. f. Dermat. u. Syph. 176:167, 1937) presented a pathologic 
study of the same case. They had seen the man in 1936 and had described angioid streaks 
in the eye associated with pseudoxanthoma elasticum at that time. Why there are two. 
pathologic reports of the same case I do not know, but I have chosen Boch’s report, since he 


presented more details. 
37. Verhoeff, F. H.: Angioid Streaks, Arch. Ophth. 22:313 (Aug.) 1939. 
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be drawn as to the exact pathologic changes in angioid streaks and their relation 
to the lesions of pseudoxanthoma elasticum. Perhaps it is of some significance 
that in the cases presented by Benedict, Verhoeff and Law the disease was not 
associated with pseudoxanthoma elasticum, whereas in the cases of Bock and 
Hagedoorn it was. 

In spite of the conflicting evidence, this much can be said: Pseudoxanthoma 
elasticum and angioid streaks are associated clinically, and it is therefore logical 
to assume that they are related pathologically. Certainly, the theory of Gronblad, 
Bock and Hagedoorn that pseudoxanthoma elasticum and angioid streaks comprise 
a disease syndrome of the elastic tissue of the skin, certain parts of the eye and 
certain arteries offers the most fruitful working hypothesis for further investiga- 
tion in this field. 


55 East Washington Street. 
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COMPLICATIONS OF ANTISYPHILITIC THERAPY 
IN PREGNANCY 


MAJOR CHARLES BARRETT KENNEDY 
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V. MEDD HENINGTON, M.D. 
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Two recent deaths due to hemorrhagic encephalitis in pregnant women resulting 
from the use of an arsenical compound prompted a study of the whole question 
of the treatment of syphilis in pregnancy. This investigation dates back to Jan. 1, 
1937, and the material includes all clinic patients receiving antisyphilitic therapy, 
all patients admitted to the hospital with complications following treatment and, 
for comparison, all obstetric deaths and all nonpregnant women of the same age 
group (20 to 35 years) under treatment in the same clinic. No distinction was 
made between Negro and white patients. The pregnant women were divided 
according to the trimester of pregnancy in which treatment was begun. Fatal 
cases are reported in detail. 

In preparing this report, we encountered many sources of error, and our results 
must necessarily be interpreted in a liberal sense. The outstanding error is the 
manner of comparison by reactions per thousand injections, the nonpregnant group 
receiving sO many more injections per patient and continuing treatment over a 
longer period, thus suffering the cumulative effects of the drug. 

Of a total of 73 obstetric deaths from Jan. 1, 1938 to the time of writing, 2 
(2.7 per cent) may be attributed to hemorrhagic encephalitis following treatment 
with an arsenical compound. Of a total of 92 reactions to antisyphilitic drugs 
(arsenic, bismuth and mercury) severe enough to require hospitalization, 13 
(14 per cent) were in pregnant women (table 1). 

A comparison of these reactions with those reported on by the Philadelphia 
General Hospital group ' and by the Cooperative Clinic Group ? shows little differ- 
ence in the number of reactions per thousand injections. Our results, however, 
show that the most unfavorable time for treatment is in the last trimester, the 
rate of reactions rising sharply as pregnancy progresses. In a large percentage 
of all the cases of arsenical encephalitis reported in the literature the patients 
were pregnant women, most of them, as in our cases, being in the last few months 
of pregnancy. 

REPORT OF CASES 


Case 1—L. S., a Negress aged 22, was brought to the hospital by her husband, who gave 
the following history: Four weeks previously the patient began antisyphilitic therapy, receiving 
1 cc. of bismuth subsalicylate. The injection caused pain; so she skipped a week. She returned 
in two weeks to receive 1 cc. of bismuth subsalicylate and 0.3 Gm. of neoarsphenamine. Soon 
after the last injection her husband noticed a few wheals on her face and some facial edema; 
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she complained of a severe headache, chills, nausea and fever. For the next two days she felt 
perfectly well. On the third day (the day before admission) her husband noticed that she 
talked incoherently. That night she awakened and began talking at random and pulling the 
bedclothes. He managed to quiet her temporarily, but again, about 4 a. m., she became delirious. 
He noted at this time that the left upper extremity was flaccid and the right one spastic, with 
spasm of the masseter muscles; so he brought her to the hospital. 

Examination on admission showed some spasticity of the masseter muscles, dilated pupils, a 
bilateral Hoffmann sign and bilateral ankle clonus. The blood pressure was 155 systolic and 


TABLE 1.—Data on Women, Aged Twenty to Thirty-Five, Who Were Admitted to the Hospital 
from Jan. 1, 1937 to Jan. 1, 1942 with Complications from Antisyphilitic Therapy 


Complications Pregnant Nonpregnant 


Arsenical dermatitis 
(3 mo.; 4 mo.; 4 mo.) 
(4 mo.; 6 mo.; 9 mo.) 
(1 mo. [?]; 4 mo.) 
Nine day erythema 

Nitritoid reactions 

Fixed eruptions 

Nausea and vomiting 
Stomatitis 

Arsenical encephalitis 

Death from colloidoclastic shock 


(6 mo.) 
(4 mo.) 
(5 mo.) 


(9 mo.; 9 mo.) 


— 


TasLe 2.—Reaction Rate per Thousand Injections of Arsenical Compounds 


Our Patients 
Cooperative Phila- 
Pregnant Clinie ie Group 2 delphia 
Tri- 2nd Tri- 3d Tri- Non Hospital! 
Reaction mester mester mester Average selguaat Pregnant Pregnant 


1. Arsenical Compound 
Mild 


Slight eruption 

Transient renal irritation.... 
Hemoptysis 

Cardiac. 


Blood dyscrasias 
Arsenical dermatitis 


Nine day erythema 

Death 

Encephalitis 

Colloidoclastie shock, death.. 
2. Bismuth Compound 

Stomatitis 


100 diastolic. As she was at term, a classic cesarean section was performed, and a dead baby 
was delivered. The patient died soon after the section. 

On the day of admission, chemical examination of the blood revealed 25 mg. of nonprotein 
nitrogen and 123 mg. of sugar per hundred cubic centimeters and 32 volumes per cent of carbon 
dioxide. Study of the spinal fluid showed a 4 plus reaction for globulin, less than 10 cells per 
cubic millimeter, a normal colloidal gold curve, a negative Kolmer reaction and a positive 
Kline reaction. 

At autopsy the liver weighed 1,250 Gm.; the lungs showed mild congestion; the brain 
weighed 1,220 Gm., the dura and arachnoid being intact, with no evidence of inflammation, and 
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Gastrointestinal.............. 9.32 13.51 14.29 15.87 12.98 8.52 10.92 22.75 
Nitritoid reactions............ 0.96 4.82 3.00 3.98 3.82 6.32 2.62 3.79 
2 0 0 0 0 1.79 0.87 1.26 
0 0 0 0 0 3.89 1.96 4.27 
0.19 0.96 0 3.98 0.76 
0.97 0.96 0 0 0.37 

Severe 
ana 0 0 0 0 0 0.30 0 1.11 
2.9 3.09 0 2.3 0.11 0 0.16 
Crustaceous dermatitis....... 0 0 0 0 0 1.31 0.66 0.32 
0.96 0 0 0.37 1.21 0.21 1.26 
0 0 0.76 0 0.39 Sele 
| 0.19 0 0 0 
0.19 0 0 7.93 0.76 
2.19 0.66 1,04 0 0.76 
Fixed eruptions............... 0.73 0 0 0 0 


KENNEDY-HENINGTON—ANTISYPHILITIC THERAPY 85 


the sulci and gyri appeared normal. On cut section there were many red, dark, petechial 
hemorrhages in the white matter of both hemispheres. The ventricles were of normal size. The 
pituitary gland was normal. 

Microscopic examination showed edema of the brain, with atrophy and edema of the white 
and gray matter of the cerebrum. Occasional areas of the white matter contained red blood 
cells, and some of the vessels showed hyaline thrombi. Some of the blood vessels were the 
sites of accumulations of polymorphonuclear leukocytes and macroplasia. Concentric red- 
purplish bodies were seen in the choroid plexus. Slight granular ependymitis was present. 
There was slight fibrosis of the meninges. 


Case 2.—G. C., a white woman aged 26, first came to the antisyphilitic clinic on June 5, 
1941, where a diagnosis of asymptomatic syphilis and pregnancy of eight months was made. She 
was given 1 cc. of bismuth subsalicylate intramuscularly each week for two weeks and then 
both the bismuth compound and neoarsphenamine, 0.3 Gm., the following week. On her fourth 
visit, on July 10, to the clinic she received 1 cc. of bismuth subsalicylate and 0.45 Gm. of neo- 
arsphenamine. 

On July 13 the patient entered the obstetric ward with labor pains. It was recorded that 
she was a well developed, normal woman nine months pregnant and in good health. Her blood 
pressure was not recorded on admission, but ten days previously it had been 120 systolic and 
80 diastolic. 

On July 15 the cervix became dilated and effaced. She was given nitrous oxide and 
spontaneously delivered a normal male child, weighing 6 pounds 10% ounces (3,019 Gm.). She 
‘ returned to the ward in apparently good condition. The following day it was noted that she 
was drowsy and the temperature was 103 F. She was given an infusion of 1,000 cc. of 5 per cent 
dextrose in physiologic solution of sodium chloride but failed to improve. The blood pressure 
was 130 systolic and 100 diastolic. The urine was normal except for a 4 plus reaction for 
acetone. Later the same day urinalysis showed a 2 plus reaction for albumin. Micro- 
scopic examination showed 50 to 60 red blood cells and 45 to 50 white blood cells per 
high power field. The red blood cells may have been due to catheterization. Chemical exam- 
ination of the blood showed carbon dioxide 31 volumes per cent and sugar 160 mg. and non- 
protein nitrogen 27.2 mg. per hundred cubic centimeters. 

Infusions were given daily, and on July 18 she was given 500 cc. of citrated blood. However, 
the course was progressively downhill, and the patient died on July 19. 

Necropsy, performed a few hours after death, revealed the following pathologic changes: 
The peritoneal cavity contained 300 cc. of straw-colored fluid. The liver extended 1 cm. below 
the right costal margin. Each pleural cavity contained about 150 cc. of straw-colored fluid. The 
pericardial cavity contained 40 cc. of a similar fluid. The left lung showed a Ghon tubercle 
and dependent atelectasis; the right lung presented bronchopneumoric lesions. The spleen 
weighed 300 Gm. and the cut surface had a cobblestone appearance. The normal markings of 
the spleen were lost. 

The brain weighed 1,320 Gm. Near the tip of the left temporal lobe was a small area of 
subarachnoid hemorrhage. The convolutions of both hemispheres showed extreme flattening 
of their apexes, and the sulci were obliterated. In the region of the peduncles there was a large 
hemorrhagic, soft area, occupying the anterior half of the parencephalon and both peduncles 
of the mesencephalon. It appeared as a grayish, discolored, softened area in which numerous 
hemorrhages were present. Blood for culture taken at the time of necropsy was sterile. 


COM MENT 


Castallo and Rakoff * and Cole and others? have stated that pregnant women 
with negative serologic reactions should always be given antisyphilitic therapy 
when there is a past history suggestive of syphilis, such as repeated premature 
deliveries, a macerated fetus or stillbirth, when there is a history of a previous 
positive Wassermann reaction, when the paternal Wassermann reaction is posi- 
tive or when previous clinical signs of the disease have been elicited. Every 
syphilitic mother, irrespective of the amount of therapy she has received in the 
past, should receive treatment. In addition, she should be treated for the following 
reasons: 


3. Castallo, M. A., and Rakoff, C. E.: Analysis of Two Hundred and Fifty-Nine Cases 
of Syphilis Complicating Pregnancy, Pennsylvania M. J. 39:24, 1935. 
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A. Because of the Pregnancy—1. Prematurity is 52.3 per cent higher in 
untreated patients. It is reduced to one-half by treatment early in pregnancy. 
It is reduced to one-quarter by treatment both before and during pregnancy. 
2. Breech presentation occurs in 13.8 per cent of untreated syphilitic mothers, or 
at three times the normal rate. 3. The birth rate is only one-half as high for 
untreated syphilitic women as for the general population, the rate for syphilitic 
women being 2.05 per cent and that for the general population 3.8 per cent. 

B. Because of the Child.—1. If the woman is treated before the fourth month 
of pregnancy, a healthy baby is almost assured (syphilis is not found on serial 
sections before the fourth fetal month). 2. Stillbirths occur in 8.3 per cent of 
untreated syphilitic mothers. 3. Miscarriages occur in 13.1 per cent of untreated 
obstetric patients. 4. Congenital syphilis can be prevented in cases of mothers 
with primary or secondary lesions. 5. Thirteen and one-tenth per cent of the 
babies of untreated women die before leaving the hospital. Only 2.9 per cent 
of the infants of treated patients die. 6. The rate of death for syphilitic children 
is 8 to 10 per cent, and the mortality after leaving the hospital is 25 to 48 per cent. 

C. Because of the Syphilis Itself—1. Syphilis should be treated, especially in 
its early stages, because it is a contagious and infectious disease. 2. The opportunity 
of treating the syphilis is presented, since the patients will return for obstetric 
check-ups. 

It is of interest here to mention the long term results studied by Padget * in 
the treatment of early syphilis. The influence of sex on the outcome of the treat- 
ment is apparent. Of parous women, 79 per cent were cured; of nulliparous 
women, 65.4 per cent were cured, and of men, 60.8 per cent were cured, these 
figures substantiating the idea that pregnancy has a beneficial effect on syphilis. 
One seldom sees a multipara with syphilis of the central nervous system. 

Pregnant women with syphilis are not treated if one of the following conditions 
exists: 1. Asymptomatic syphilis is detected too late in pregnancy. The treat- 
ment is not of any great benefit to the child, and it may temporarily mask a 
syphilitic infection in the child, besides endangering the life of the mother. 2. 
There is toxemia of pregnancy, with already overloaded kidneys. 3. There is a 
history of severe reactions to arsenical compounds or of sensitivity to drugs. 


TREATMENT OF SYPHILIS IN PREGNANCY 


We believe, in general, that the dose of the arsenical compound should be 
smaijler than would ordinarily be used with a nonpregnant woman. It has been 
siiown that the placenta stores arsenic, and it may be for this reason that smaller 
doses are eftective. 

First Trimester —Ilf the pregnancy is normal treatment should be begun as 
soon as the disease is discovered. The combined method, or, as some prefer, 
alternating courses of eight to ten injections of the arsenic compound with six to 
eight injections of a bismuth compound should be employed, the treatments being 


- arranged so that the arsenic medication is given in the last few months. 


Second Trimester—The treatment should be the same as that in the first 
trimester. 
Third Trimester—The arsenic or bismuth compound should be used, in the 


4. Padget, P.: Long-Term Results in the Treatment of Early Syphilis, J. A. M. A. 116: 
7-11 (Jan. 4) 1941. 
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months. Arsenic medication should not be employed unless the patient has primary 
or secondary or otherwise active syphilis and one wishes to disinfect the patient 
and prevent congenital syphilis. 
COMMENT 

Statistics from widely separated sources agree as to the incidence of reactions 
to antisyphilitic treatment in pregnancy. 

The last trimester of pregnancy is the most unfavorable time for treatment 
with arsenical compounds. 


Route 58, Valley Road, Columbia, S. C. 
Charity Hospital, New Orleans. 
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Clinical Notes 


CUTANEOUS BLASTOMYCOSIS COMPLICATED BY 
MENINGITIS 


Major Anprew G. FranKS AND Major Harvey G. TAyYLor 
MEDICAL CORPS, ARMY OF THE UNITED STATES 


North American blastomycosis, sometimes known as Gilchrist’s disease, is a somewhat 
rare type of dermatitis, and one of considerable interest. This fungous disease, caused by 
Blastomyces dermatitidis, is infrequently seen in dermatologic practice. In a review of the 
literature Martin and Smith! noted only 16 cases in which the central nervous system was 
involved. We believe the following case worthy of report because of the infrequency of the 
involvement of the central nervous system in cutaneous and systemic blastomycosis. 


REPORT OF A CASE 


W. P., an unmarried American soldier, aged 25, was seen on Dec. 8, 1942 for the first 
time. He was admitted to the hospital for an eruption, first noticed by him in April 1942. 
Since then he had not been free from it for any period. He had no subjective symptoms. 

The patient stated that he was well until he noticed a urethral discharge in February 1942. 
This ceased in a few days and was proved to be nonspecific. In April he observed a small 
pea-sized lesion on the right side of the chin. Simultaneously he complained of malaise and 
a dull headache. He was again asymptomatic in a few days. The eruption persisted and 
gradually spread. New lesions developed on his face and forehead. 

One month after the appearance of the initial lesion of the skin the patient was sent to 
the Station Hospital at Camp Blanding, Fla. Shortly after admission he again had a urethral 
discharge, followed by enlargement of the left testicle. At that hospital a clinical diagnosis 
was not established. The lesions gradually became larger, and new lesions appeared. On 
September 1 a histologic diagnosis of granuloma pyogenicum was made. After all chemo- 
therapy had failed, the Davis-Bovie coagulating current was used in excision and cauteri- 
zation of the vegetating growths. After the treatment of the primary lesions, similar small 
lesions developed elsewhere. Following cauterization, the lesions in the treated areas slowly 
recurred, again indicating active infection. By November subcutaneous abscesses had developed 
on other parts of the body, especially on the chest and the lower extremities. He was trans- 
ferred to Lawson General Hospital for further observation and treatment. 

Family History—The father and the mother ‘are living and well. Three brothers and 
three sisters, varying in age from 18 to 33, are apparently well. One sister died at the age 
of 22, of pulmonary tuberculosis. There is no history of any other chronic disease in the 
family. 

Personal History—This soldier had the usual childhood diseases, without complications. 
There is no history of operations or of syphilis. 

Physical Examination—At the time of admission this soldier did not appear acutely ill. 
He had lost some weight but did not appear ill nourished. The pupils were normal and 
reacted to light and in accommodation. The anterior segments of the eyeballs disclosed no 
abnormalities. The pharynx and the teeth were normal. There was no cervical lymph- 
adenopathy. Many crepitant rales were heard throughout the bases of the lungs. The heart 
was normal. The blood pressure was 124 mm. systolic and 76 mm. diastolic. There was 
no tenderness or palpable mass in the abdomen. There was a uniform, smooth, nontender 
swelling of the left testis. A complete neurologic examination revealed no significant changes. 

Laboratory Examination.—The urine contained many white and red blood cells. The Kahn 
and Wassermann tests of the blood were negative. The results of further examination of the 
blood were as follows: hemoglobin, 65 per cent; red blood cells, 3,300,000; white cells, 11,150 
(polymorphonuclear leukocytes, 76 per cent; lymphocytes, 19 per cent; eosinophils, 3 per cent; 
mononuclear leukocytes, 2 per cent); urea nitrogen 12 mg., chlorides 415 mg. and sugar 
84 mg. per hundred cubic milliliters. 


1. Martin, D. S., and Smith, D. T.: Blastomycosis: I. Review of the Literature, Am. 
Rev. Tuberc. 39:275- "304, 1939; II. A Report of Thirteen New Cases, ibid. 39:488-515, 1939. 
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Roentgen Examination.—The nasal sinuses were normal. The chest showed the hilar 
shadows accentuated with scattered foci. Subsequently the chest revealed extension of the 
process into the pulmonary fields toward the periphery. The examination of both tibias showed 
periosteal changes with some destruction of bone. 

Mycologic Examination—Pus obtained from the subcutaneous abscesses on repeated occasions 
revealed round, oval and budding refractive bodies containing granules. Spinal puncture yielded 
a cloudy spinal fluid, not under pressure. The fluid contained 40 cells per cubic millimeter, 
30 of which were lymphocytes. Budding forms were observed in the spinal fluid. B. derma- 
titidis was readily cultured from the pus, the urine and the spinal fluid; it was never grown 
from the sputum or the blood. Complement fixation in a 1:5 dilution of the blood serum was 
obtained two weeks before the patient died.2 A histologic examination of the skin showed 
a granulomatous process with organisms resembling Blastomyces. Bacteriologic studies for 
tuberculosis did not demonstrate tubercle bacilli. 

Dermatologic Examination—The eruption was confined to the forehead and face. The 
lesions varied from 2 to 12 cm. in diameter. Crusting was present. All of the lesions were 
irregular, papillomatous and dry. The eruption was thick and reddish to purplish, with an 
exaggeration of the edges. There was sharp demarcation from the normal skin. The centers 
of the areas were depressed and tended to heal. Some atrophic whitish central scarring was 
evident. The borders of the lesions were elevated and consisted of papules and pustules. 

There were well circumscribed subcutaneous abscesses in the left axilla, over the left side 
of the chest and on the lower part of the left leg. They were about 6 cm. in diameter. Pus 
could be expressed from these masses. 

Course in the Hospital—As previously stated, the patient seemed in good health on 
admission. Three days later, he became nauseated and vomited twice, and his temperature 
rose to 101 F. He complained of an intense dull headache, especially marked posterior to 
the eyes and extending to the base of the neck. He became confused and stuporous. His 
blood at this time showed 23,300 white cells. The eyegrounds were normal, but there was 
paralysis of the inferior oblique and superior rectus muscles of the right eye. His neck was 
stiff, and he had Kernig’s sign bilaterally. The left abdominal reflex could not be demonstrated 
Babinski’s sign was present on the left side. 

The patient continued to complain of severe headache and stiffness of the neck. The neuro- 
logic signs became more evident. The temperature ranged from 101 to 103 F. New cutaneous 
lesions appeared on the chest and on the extremities. The large subcutaneous mass on the left 
tibia broke down and left an ulcerated raw area. Roentgenologic examination of the lungs 
showed more extensive changes. The patient was given a saturated solution of potassium 
iodide, 1 drachm (3.88 cc.) three times daily, by mouth. In addition, intravenous injections 
of compound solution of iodine U. S. P., 15 minims (0.92 cc.) mixed with 1 Gm. of sodium 
thiosulfate, were given daily. Sulfonamide compounds were administered and penicillin therapy 
was instituted, but no response to these agents was noted. 

The patient continued to experience a general toxic reaction. He was given a transfusion 
of 500 cc. of citrated whole blood on four occasions as indicated by the red cell count and 
the hemoglobin content. Only temporary improvement ensued. Two months after the onset 
of meningitic symptoms and ten months after the appearance of the cutaneous lesion, the 
patient became drowsy and then comatose, and died. 

Autopsy.—There were many areas of ulceration on the face, the body and the extremities ; 
these were oval punched-out areas varying from 1 to 4 cm. in diameter, and contained a 
granular brown material. Some lesions showed evidence of healing. No external lymph 
nodes were palpable. Multiple subcutaneous abscesses were seen in the left groin, on the lower 
part of the left leg and on the left side of the thorax. These were filled with pus. 

On section the lungs demonstrated innumerable minute gray nodules averaging 1 mm. in 
diameter. The spleen had a smooth surface, but just beneath the capsule there were many 
small yellowish nodules. The lower pole of each adrenal gland, the kidneys, the urinary 
bladder, the prostate, the seminal vesicles and the vas deferens were studded with small 
multiple abscesses. The left testicle was twice the normal size, and the tunica vasculosa was 
adherent. The base of the brain was the site of an extensive plastic exudate, which distorted 
many of the nerves and had caused a block of the foramens of Luschka and Magendie. There 
was decided internal hydrocephalus. In the substance of the right side of the pons was a firm, 
granular nodule of yellowish gray tissue about 1.5 cm. in diameter. The histologic examination 
of other involved organs revealed a similar picture: There was a large central area of 
necrosis surrounded by a granulomatous type of inflammation. Many small round cells and 


2. Martin, D. S.: Complement-Fixation in Blastomycosis, J. Infect. Dis. 57:291-295, 
1935. 
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multinucleated giant cells were present. A few mononuclear and plasma cells were seen. 
Scattered through this inflammatory tissue were innumerable small round bodies, each having 
a dark staining central portion surrounded by a thick refractile capsule. B. dermatitidis was 
cultured from material taken post mortem from the brain, the cutaneous abscesses, the prostate 
and the testis. 

COMMENT 


Blastomyosis may occur in man in two forms, cutaneous and systemic. Systemic blasto- 
mycosis is chronic and is characterized by subcutaneous and visceral abscesses, fever and 
leukocytosis. Involvement of the brain and meninges is an infrequent complication of cutaneous 
or of systemic blastomycosis.“ The central nervous system is usually involved either by direct 
extension or in complication of terminal sepsis. In this case the skin, lungs, kidneys, adrenal 
glands, prostate, brain and meninges were involved. Since the patient gave a history of non- 
venereal recurrent urethritis occurring before the cutaneous lesions appeared, it may be 
assumed that the cutaneous manifestations followed a visceral lesion. Therefore, the meningitic 
complication did not follow primary typical blastomycetic dermatitis. 


SUMMARY 


A case of North American blastomycosis complicated by meningitis, caused by B. derma- 
titidis, is reported. The clinical, histologic and postmortem observations are presented. The 
mycologic studies are enumerated. 


Obituaries 


DAVID LAWRENCE SATENSTEIN, M.D. 


1880-1943 


Dr. Satenstein was born in New York on Feb. 22, 1880. He received his 
medical education at the College of Physicians and Surgeons of Columbia Uni- 
versity, graduating in 1902. He spent a year as an extern in Mount Sinai Hos- 
pital, after which he went to Europe for two years, where he visited the large 
clinics of Vienna, Berlin and other medical centers, concentrating on the study 
of pathology. 

After his return he began the practice of general medicuie in New York. 
In che early part of his career he became associated with Dr. William S. Gottheil, 
who was professor of dermatology and syphilis at the Fordham University School 
of Medicine and visiting dermatologist to the New York City Hospital. In 1915 
Dr. Satenstein became affiliated with the dermatologic department of the Vander- 
bilt Clinic, headed by the late Dr. John A. Fordyce. He remained there until 
1926, spending most of his time in the histopathologic laboratory. In 1927 he 
was appointed associate professor in the dermatologic department of the New 
York Post-Graduate Medical School and Hospital, under the~ directorship of 
Dr. George Miller MacKee. This department was later consolidated with the 
New York Skin and Cancer Hospital, and he retained this connection until his 
death, 

During World War I and following the armistice Dr. Satenstein served as 
chief of the American Zionist Unit in Palestine under General Allenby. He was 
attending dermatologist to the New York Post-Graduate Medical School and 
Hospital, attending dermatologist to the Trinity Hospital in Brooklyn, consulting 
dermatologist to the Rockaway Beach Hospital and Dispensary and consulting 
dermatopathologist to the Jewish Hospital in Brooklyn. 

He was a Fellow of the New York Academy of Medicine and of the Ameri- 
can Medical Association. He was a member of the Bronx Dermatological Society, 
the Brooklyn Dermatological Society, the American Dermatological Association 
and the American Academy of Dermatology and Syphilology. 

He was one of the early members of the Manhattan Dermatologic Society. 
He always took an active part in all the affairs of this society and for many 
years was its secretary. He contributed in no small way to the development and 
reputation of this group. Frequently he enlivened the discussion by bringing up 
many controversial points. His opinions were always based on his experience 
and his vast knowledge of what he called microscopic dermatology. His interpre- 
tation of the clinical picture in light of the microscopic observations often was of 
great value in the final diagnosis and in the treatment of the disease. While 
most ot these interesting discussions were “off the record,” they will long be 
reniembered by the members of the Manhattan Dermatologic Society. 

Dr. Satenstein wrote extensively. The more important of his articles were 
the following: “Autoserum Treatment in Dermatology” *; ‘“Autoserum Injec- 


1. Gottheil, W. S., and Satenstein, D. L.: The Autoserum Treatment in Dermatology, 
J. A. M. A. 63:1190 (Oct. 3) 1914. 
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tions in Certain Obstinate Dermatoses” *; “Physical Diagnosis in Dermatology” :. 
“Clinical and Histologic Features of Certain Types of Cutaneous Tuberculosis” ‘: 
“Roentgen Ray as a Therapeutic Agent in the Treatment of Pyorrhoea Alveo- 
laris” *; “Tuberculosis of the Skin: Histologic Consideration” °; “Histologic Eyi- 
dence of Epithelioma of the Skin.” 7 

Early in his career Dr. Satenstein became interested in dermatopathology, 
He wili best be remembered not so much for his writings as for his lectures and 
teachings. He taught the members of the staff and the students at the Vander- 
bilt Clinic and the New York Post-Graduate Medical School and Hospital 


DAVID LAWRENCE SATENSTEIN, M.D. 
1880-1943 


2. Gottheil, W. S., and Satenstein, D. L.: Autoserum Injections in Certain Obstinate 
Dermatoses, M. Rec. 85:620, 1914. 

3. Satenstein, D. L.: Elementary Instruction: Physical Diagnosis in Dermatology, J. Cutan. 
Dis. 33:524, 1915. 

4. Wise, F., and Satenstein, D. L.: Clinical and Histologic Features of Certain Types of 
Cutaneous Tuberculosis, Arch. Dermat. & Syph. 4:586 (Nov.) 1921. 

5. Satenstein, D. L.; Remer, J., and Feinberg, J.: Roentgen Ray as a Therapeutic Agent in 
the Treatment of Pyorrhea Alveolaris, Dent. Outlook 11:644, 1924. 

6. Satenstein, D. L.: Tuberculosis of the Skin: Histologic Consideration, Arch. Dermat. & 
Syph. 23:309 (Feb.) 1931. 

7. Satenstein, D. L.: Histologic Evidence of Epithelioma of Skin, Arch. Dermat. & Syph. 
33:48 (Jan.) 1936. 
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Many of the dermatologists of the United States have had the opportunity of 
studying under him. For over thirty-five years he devoted most of his time to 
teaching the students microscopic interpretation of the slides. 

He compiled extensive notes on histopathology, which he made available to the 
students. -He often spent hours going through his slides to pick out a dozen 
or more for each lecture. He was extremely generous in helping his colleagues 
in this subject. The section on pathology in many of the articles in recent years 
was by Dr. Satenstein. 

Dr. Satenstein was a semi-invalid during the past two years of his life. In 
spite of this he carried on a good deal of his work. A few weeks before his 
death he entered the New York Post-Graduate Medical School and Hospital. He 
died there on Feb. 25, 1943. He is survived by a widow and two sisters. 

It will be difficult to replace Dr. Satenstein, and he will always be remembered 
by his many students and colleagues for devoting so many hours to studying slides, 
making diagnoses and passing on his knowledge. His friends and associates 


57 West Fifty-Seventh Street. 


will miss him sadly a 
ILBERT SAcHs, M.D 
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News and Comment 


NOTICE 


The Association of Military Surgeons of the United States will hold its fifty-first annual 
convention in Philadelphia, at the Bellevue-Stratford Hotel, October 21 to 23, inclusive, 
according to an announcement by officers of the association. 

The three day convention will assemble physicians and surgeons from all the current war 
fronts where United States forces are fighting and from the great base hospitals, where 
rehabilitation of the wounded is in progress. They will bring with them information on the 
latest technics of wartime medicine and surgery. Numerous forum lectures, practical demon- 
strations, moving pictures and teaching panels are planned to present the wealth of data to 
the convention. 

Honorary chairman of the convention this year is Rear Admiral Ross T. McIntire, Surgeon 
General of the United States Navy. The general chairman is Captain Joseph A. Biello (MC), 
U.S.N., who is District Medical Officer of the Fourth Naval District. 


NOTICE TO SECRETARIES OF DERMATOLOGIC SOCIETIES 


Kindly send to the editor data about your society, including the names and addresses oi 
the president (or chairman) and the secretary. 
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Correspondence 


CONTACT DERMATITIS DUE TO RESIN-FINISHED FACING 
IN COTTON UNDERWEAR 


To the Editor:—In a letter published by Dr. Louis Schwartz (Arcu. Dermat. & Sypu. 
47:097 [May] 1943) there are extensive criticisms of my paper on “Contact Dermatitis 
Due to Resin-Finished Facing in Cotton Underwear (ibid. 47:242 [Feb] 1943). Many of 
these criticisms are of trivial nature; some are erroneous and based on misquotations, and a 
few involve larger issues, for which calm and dispassionate discussion is in order because 
there are legitimate differences of opinion. 

While Dr. Schwartz stressed that only a single case was reported, he failed to mention 
that my paper referred to observations made on a group of 10 cases of similar nature. The 
details of these 10 cases will be published soon in the Journal of Allergy. In this paper 
Dr. Schwartz and his collaborators are credited with the initiation of this subject, but I have 
taken the liberty of presenting conflicting data whenever justified. 

Points 1 and 2 raised by Dr. Schwartz need no comment, as he has adequately described 
the cotton union suit worn by my patient as well as its facing, even though my paper had 
no detailed description of this ordinary article of wear. 

Under point 3 Dr. Schwartz stated that the designation of a rosin as rich in phenolic 
bodies is unscientific. Within limits that is true. My impression is that this sample would 
correspond to what is generally called wood rosin B and that it was the residue obtained 
from wood rosin FF by means of a specific solvent. Dr. Schwartz seems to think that 
the term FF or any other such designation is scientific, but actually these are only con- 
venient labels corresponding to certain color specifications. Thus, two manufacturers producing 
wood rosin FF may not have exactly the same product. That is why it is possible to obtain 
a reaction to one type of wood rosin FF and a negative response to a product labeled in the 
same way by another manufacturer, as happened in my case. Commercial rosin (wood or 
“gum”), like all resinous materials, whether natural or synthetic, is a complex mixture of 
substances, the nature of which remains to be clarified. The chemistry and physical chemistry 
of rosin is still in a state of flux, particularly in its medical relations, and more is required 
than a label to have scientific precision. 

Under point 4 several different criticisms are voiced. Dr. Schwartz wishes to know why 
I made patch tests with the many substances mentioned. The reasons are several, but the 
chief one is that I was not satisfied with Dr. Schwartz’s explanation that in cases of this 
sort the dermatitis was due either to glycerin abietate or to abietic acid. While it is true that 
some of these substances may sensitize the skin under certain conditions of industrial exposure, 
Dr. Schwartz has no warrant at present to characterize so broadly this entire group of 
chemicals. In the first place, some of these substances have not to my knowledge been applied 
to human skin before this. Second, it is important to know the nature of the materials and 
the precise conditions under which these substanées come into contact with the skin. A patch 
test made with a resin dissolved, for example, in a mixture of xylene and liquid petrolatum is 
different from applying the same concentration in a water-miscible, emulsified form. The 
importance of this difference in physical state has not been adequately recognized. 

Xylene is indeed a primary irritant, particularly when applied to skin by means of any 
of the technics involving the use of cups. When used in the ordinary patch test, this substance, 
as well as other primarily irritating hydrocarbons, may show some variations in its cutaneous 
effects, and this may be due partly to the inconstant conditions of contact afforded by patch 
tests with volatile substances. The patch test is an inadequate method for studying primary 
irritation due to a volatile solvent and was never meant to be used for that purpose. There 
are reports, and I have seen some examples, in which an occasional person will apparently 
tolerate under a patch a concentration of a volatile substance (xylene, benzene, turpentine) 
which is primarily irritating for a vast majority of persons. Contrary to Dr. Schwartz, I 
never call a primary irritation a positive reaction but always specifically designate such a 
response as a primary irritation. In my view it is generally, but not always, easy to differ- 
entiate a primary irritation from a reaction of hypersensitivity (eczematous rseponse), but 
many observers do not see eye to eye on this point. When xylene is mixed in equal parts 
(by volume) with methyl abietate (a viscous oily fluid), there is no primary irritation in 
patch tests with this mixture; at least there was none in 7 control subjects. This may be 
due to methyl abietate’s acting as a diluent similar to liquid petrolatum or castor oil. Pure 
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methyl abietate caused no primary irritation in patch tests on 13 controls. Dr. Schwart 
stated that the positive reactions obtained with a mixture of methyl abietate and xylene were 
due to xylene, but I must disagree for several reasons: 1. The reactions were typicall; 
eczematous. 2. As the concentration of xylene by volume increased, with a corresponding 
decrease in the concentration of methyl abietate, the reactions became less pronounced, rather 
than more pronounced as Dr. Schwartz’s theory would demand, and these reactions were 
typically eczematous. 

Under point 6 Dr. Schwartz implied that a positive reaction to a patch test is nearly always 
accompanied by a focal flare-up. My observations are not in agreement with this view, 
although I have seen occasional examples of this phenomenon. That Dr. Schwartz has 
encountered more focal flare-ups with severe constitutional symptoms (J. A. M. A. 115: 
[Sept. 14] 1940) than I have in cases of this nature is probably due to his use of an emulsion 
containing the active resinous ingredient in a finely divided state in a wetting agent, this 
emulsion having been probably passed through a colloid mill and having been rendered miscible 
with water and probably also with sweat. Dr. Schwartz misquoted my article when he stated 
that my patient had to be hospitalized; my patient was ambulatory throughout the course. 

Point 7 is well taken. I apologize for not having given dates, since these are often 
important in evaluating the results of patch tests. However, I can assure Dr. Schwartz that 
my patient was sensitized not by the patch tests but by the facing in the cotton underwear; 
for example, within the first four days of observation there were positive reactions to patch 
tests with a number of rosins and rosin derivatives, including methyl abietate. Additional 
details on other cases will be found in my paper to be published in the Journal of Allergy. 

Points 5 and 8 may be considered jointly in a brief historical summary of my studies, 
which illustrate what the practicing dermatologist must do to gain adequate information 
Because previous investigations (with Dr. Bereston) had yielded data that ran counter to 
Dr. Schwartz’s beliefs, I wrote to the company manufacturing the “oleoresinous finish.” On 
Aug. 16, 1941 an official of that company told me the name of the resinous substance in the 
finish. Repeated requests for a sample of this chemical were ignored. Indeed, I had been 
led to believe that the company no longer manufactured this substance. Early in 1942 I ran 
across a monograph in which this chemical was mentioned. Thereupon, I communicated with 
the author of this monograph and learned the commercial name of the product as it was sold 
at that time. It was then relatively easy to obtain a sample of this resin. A check of the 
commercial advertisements showed that at a certain date this company no longer recommended 
the substance for use in textiles. All of this tied up well, and further confirmation was afforded 
by the results in patch tests in subsequent cases of dermatitis due to shorts and other articles 
of apparel. 

Throughout his letter of criticism, Dr. Schwartz has repeatedly mentioned methyl abietate 
as though it were the cause of the dermatitis. This indicates failure to read my article carefully, 
for the concentrations of methyl abietate were given in volume per cent, whereas those of 
the “special ester gum” were conveniently expressed as weight per cent. Moreover, Dr. Schwartz 
seems not to have understood the principle of group reactions, or perhaps he is inclined to 
give it no credence. In any event, it is possible now to identify the “special ester gum.” It is 
the diethylene glycol ester of wood rosin. Chemically, it may be regarded as diethylene 
glycol diabietate, although “it is actually the diethylene glycol ester of a mixture of isomers 
of which abietic acid is the typical constituent.” 

I am fully aware of the splendid work done by Dr. Louis Schwartz in the field of indus- 
trial dermatoses. There is, however, room for legitimate differences of opinion and for the 


presentation of conflicting data. Hasey Ken. M.D. New York. 
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Abstracts from Current Literature 


Epitep By Dr. HERBERT RATTNER 


Speciric CUTANEOUS REACTIONS WITH HISTOPLASMOSIS: PRELIMINARY REPORT OF ANOTHER 
Case. P. A. Van Pernis, M. E. Benson and P. H. Hotirncer, J. A. M. A. 117:436 
(Aug. 9) 1941. 

Van Pernis, Benson and Hollinger report the history of a man aged 63 with laryngeal 
symptoms and loss of weight for six months who was found to have ulcerated lesions of the 
larynx and enlargement of the liver and spleen, The condition was found to be caused by 
invasion with Histoplasma capsulatum. The authors determined that both their patient and 
mice infected with the fungus exhibited cutaneous reactions to vaccine made from H. cap- 
sulatum, whereas controls yielded negative results. Both immediate and delayed (tuberculin 
type) reactions were obtained. Lsvem: New Verck 


SesAME Ort Tumors. ApotpH H. Conran, H. Conrap Jr. and Ricwarp S. WErIss, 
J. A. M. A. 121:237 (Jan. 23) 1943. 


The authors report a case of invasive tumors of the arm produced by the injection of 
estrogenic substance in sesame oil. It is their belief that the tumors are due to the oil and 
not to the combination of estrogen and oil. These tumors may increase in size and number 
by the migration of oil droplets. 

The tumors occurred in the subcutaneous tissues in chainlike masses and were moderately 
painful and increasing in size. Microscopically the tumors differed from those due to camphor 
oil in that the fibrous encapsulation of the oil droplets was far less dense and the granu- 
lomatous infiltration was much thinner. There were few giant cells. 

Operative measures were required to give the patient relief and to stop the spread of the 


tumors. 


TREATMENT OF IMPETIGO CONTAGIOSA WITH A New Puysicat Form or SULFATHIAZOLE. 
T. N. Harris, J. A. M. A. 121:403 (Feb. 6) 1943. 


T. N. Harris reports improved results in the treatment of impetigo due to the physical 
form of the agent and its chemical simplicity. 

A 20 per cent suspension of microcrystalline sulfathiazole was used. A drop or two of 
the suspension was poured onto a small gauze dressing. It was found that the water would 
seep into the few layers of gauze to a greater extent than did the crystals. This would 
concentrate the sulfathiazole crystals on the surface of the dressing, leaving a small white 
collection of pure sulfathiazole in water, of the consistency of fresh mud. The actual treat- 
ment consisted simply of applying the dressing thus prepared to the skin, the bit of sulfa- 
thiazole paste being placed in contact with the lesion. The only preparation of the area was 
washing with ordinary soap and water, with removal of all the crusts. 

On removal of the dressing twenty-four hours later, the lesion was always found to be 
healed. 

Fifteen children were treated in this manner, and in no instance did any additional lesions 
develop or appear from the time of treatment of the original ones. 


THE PHENOMENON oF “BLacK DerMocRAPHISM.” Erica Ursacu and Donato M. Pitt- 
BuRY, J. A. M. A. 121:485 (Feb. 13) 1943. 


The term “black dermographism” designates the phenomenon of the appearance under 
certain conditions of a well defined black line where the skin is stroked with certain metals. 
Black dermographism is a physical phenomenon. It is strictly a mechanical process. 

It occurs only in association with the use of powders, salves and pastes leaving on the 
skin, paper, cloth or wood powdery residues which are harder than the metallic substance 
used for the “writing.” The harder the powder, the harder the metal which must be employed 
to evoke the black line on a suitable surface. A considerable amount of friction is necessary to 
produce the black lines. 

Just why almost all organic and many inorganic powders fail to bring on the reaction is 
not as yet fully understood. 

The writing takes place not on the epidermis per se but really on the powder dusted on 
the skin. Black dermographism not infrequently occurs in women wearing silver and cheap 
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gold jewelry on powdered areas of skin. It may be evoked on any human skin by the use 
of appropriate inorganic powders. Individual differences occur because of variations in the 
moistness and oiliness of the skin. The phenomenon will appear in all persons with dry, 


nonoily epidermis. HENSCHEL, Denver. 


PropHyLtaxis AGarnst Porson Ivy: FotLtow-up Report. HERMAN GOLD and Pere 

Masuccl, J. Allergy 13:606 (Sept.) 1942. 

The authors administered prophylactic oral therapy to 13 additional persons known to be 
susceptible to ivy poisoning. Treatment consisted in swallowing tablets containing 0.5, 2, {0 
and 25 mg. of poison ivy oleoresin. The mode of administration was the same as previously 
reported except that the dose was increased more slowly; the maximum dose of 150 mg. oj 
the oleoresin was ingested on the sixtieth instead of the forty-fifth day. The incidence of toxic 
cutaneous reactions was high. Treatment was discontinued in 1 patient’s case because of a 
severe bullous eruption of the hands and feet. Four patients had severe erythema of the 
extremities, and 4 others complained of transient erythema of the arms and legs. Apparent 
desensitization was of short duration, lasting in some patients only a few months. 


THE NEWER INTERPRETATION OF PosiTIVE SKIN Reactions. B. G. Erron, J. Allergy 
14:49 (Nov.) 1942. 


Positive reactions to cutaneous tests, especially with the intracutaneous method, are of little 
diagnostic importance. Confirmatory tests, including correlation with the patient's history, 
deliberate exposure to the allergen and treatment, are inconclusive. 

Whealing is a fundamental form of cutaneous response which may be produced by many 
mechanisms, specific and nonspecific. Specific reactions are the expression of the reaction 
between reagin and its corresponding allergen. Nonspecific reactions may be produced by 
(1) trauma, (2) primary urticariogenic substances, such as morphine, codeine, atropine and 
pilocarpine, and (3) allergenic extracts which have nonspecific properties because of their 
concentration or their glycerin or histamine content. 

The reagin-allergen reaction alone does not explain the development of allergic symptoms. 
Another as yet undetermined mechanism must function to precipitate the symptoms of allergic 
disease. j 

The author presents his formula and Weil's modification for the estimation of the diag- 
nostic reactions produced by a given extract. 


RESPIRATORY ALLERGY FROM THE ARSPHENAMINES: PERSONAL CASE REporT. THOMAS S. 
Saunp_ers, J. Allergy 14:76 (Nov.) 1942. 


The report deals with the author’s own respiratory allergy from inhalation of arsphen- 
amines. Attacks of asthma preceded by intense sneezing and rhinorrhea regularly developed 
about one minute after the author opened an ampule of mapharsen, arsphenamine or neo- 
arsphenamine. Some attacks have followed inhalation of air from the room in which the 
arsphenamine solutions were prepared. Attacks lasted for about thirty minutes and were 
promptly but not completely relieved by subcutaneous injections of 0.5 cc. of 1: 1,009 solution 
of epinephrine hydrochloride. Inhalation of tryparsamide and other crystalline and powdered 
drugs or chemicals provoked no respiratory symptoms. 

Patch tests with a solution and powder of mapharsen and neoarsphenamine produced a 
severe attack of asthma after the patches remained on the skin for nineteen hours (trans- 
epidermal penetration). Removal of the patches was followed by relief in half an_ hour. 
The test sites showed mild reaction (erythema without vesiculation) to the mapharsen powder 
only. A scratch test with a 6 per cent solution of neoarsphenamine produced a giant urti- 
carial plaque with pseudopods within five minutes, followed by an attack of violent sneezing, 
conjunctivitis and asthma which required epinephrine for relief. 


HYPERSENSITIVITY TO SULFONAMIDES. FREDERICK Katz and Lea Steeves, J. Allergy 14:79 

(Nov.) 1942. 

In treating pyodermic diseases of the skin with sulfathiazole in a glycerin base (the exact 
number of patients treated is not stated), the authors encountered 5 patients who reacted 
unfavorably. Two of these are described in detail. 

The first was an 18 year old boy with a vesicular weeping and infected dermatitis of the 
forehead and beard area. About four days after the external use of 30 per cent sulfathiazole 
in a glycerin paste, he presented “erythema and swelling of the face, edema of the lower 
lids and a follicular, papulovesicular eruption involving the whole body.” There was slight 
elevation of temperature. The level of sulfathiazole in the blood was 0.05 mg. per hundred 
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cubic centimeters. Three months previously, sulfathiazole in the same strength and base was 
prescribed for pustular lesions of the chin and beard area. 

Patch tests with 5 and 30 per cent sulfathiazole in a glycerin paste gave strongly positive 
reactions; the reactions in a control case were negative. 

Patch tests with powdered sulfanilamide, sulfathiazole, sulfapyridine and sulfadiazine also 
gave positive reactions. Sulfathiazole 10 per cent in a petrolatum base gave a negative 
reaction. Petrolatum evidently inhibits the effects of sulfathiazole both in a patch test and 
therapeutically. An intradermal test with sodium sulfathiazole 1: 200 elicited a positive reac- 
tion, which the authors believe may be a pseudoreaction. 

Four hours after the ingestion of 2 Gm. of sulfathiazole “the patient complained of 
intensive itching and burning over the body. Twelve hours later, he had developed a marked 
edema of the face, especially of lips and eyelids, and his temperature was 103 F. The old 
eczematous lesions on the face and hands became inflamed, and profuse weeping was noted.” 
The level of sulfathiazole in the blood after twenty-four hours was 2.5 mg. per hundred 
cubic centimeters. 

The second case was that of a 42 year old barber with sycosis of the beard, forearms 
and backs of the hands of four years’ duration. Applications of sulfathiazole 30 per cent in a 
glycerin base for four days produced no improvement, and the face became slightly irritated. 
Sulfanilamide in the same strength and base was applied. This was followed by an immediate 
reaction with edema and weeping dermatitis. 

Patch tests with sulfathiazole and sulfanilamide 30 per cent in a glycerin paste elicited 
negative reactions on normal skin and “localized redness and eczematous lesions” on the skin 
of the face. The ingestion of 2 Gm. of sulfathiazole “caused considerable edema of the 
face and hands which subsided within twenty-four hours, to be followed by a weeping der- 
matitis on the face and a fresh eruption of pustules on the hands and mons veneris.” 


BioTIN AND SKIN SENsITIVITY. Eart B. KELver Jr., J. Allergy 14:87 (Nov.) 1942. 


The author investigated a laboratory worker on whose arms and hands red itching patches 
developed whenever she mixed a dry, dusty diet containing butter yellow and known mem- 
bers of the vitamin B complex. 

A patch test with biotin concentrate (concentrate no. 200, S. M. A. Corporation) pro- 
duced after two hours “a central, firm, raised, pale area with a surrounding zone of spreading 
erythema. . . . At the end of thirty-six hours the central area was grayish tan and 
tender on palpation.” The reaction to biotin did not take place unless the skin had previ- 
ously been cleansed with 70 per cent alcohol or unless nicotinic acid was present in the 
mixture. 

Patch tests with other members of the vitamin B complex gave negative reactions, except 
that a compound containing biotin produced ‘an area of erythema and central edema that 
lasted ten hours” and one with crystalline nicotinic acid “produced an area of erythema 
without edema which subsided completely in an hour.” 

The application of a commercial cream prevented a reaction and permitted contact with 
biotin dust. MENDELSOHN, New York. 


Miuirary Dermatotocy. C. Guy Lane, New England J. Med. 227:293 (Aug. 20) 1942. 


Lane stresses the importance of preventive measures, of early and proper diagnosis and of 
prevention of complications in military dermatology. Complications are often due to over- 
treatment given in an effort to clear the trouble quickly. The highest toll of disability is 
due to animal parasites, and scabies is the most frequent disease. Dermatitis from treatment 
given for this malady is mentioned. Discussing various recent methods advocated for the 
treatment of scabies, Lane says that they do not appear to be any more speedy and efficient 
than the present twenty-four hour treatment with Danish ointment. 

General diseases caused by animal parasites (typhus, Rocky Mountain spotted fever, tula- 
remia, etc.), cutaneous pyogenic infections, some due to overtreatment or sensitization (for 
instance, to mercury), diseases caused by vegetable parasites, exanthems, virus infections, 
tropical cutaneous diseases, syphilis, disturbances caused by vesicant chemical warfare agents 
and their treatment are discussed. 


EczeMA AND Pruritus IN THE AGED. L. E. ANperson, New England J. Med. 227:653 

(Oct. 29) 1942. 

Anderson outlines the mechanism of itching and discusses it in aged, psychoneurotic and 
diabetic persons and in jaundice, the lymphoblastomas and drug eruptions. He also discusses 
the winter and bath itch, urticaria, parasites, psoriasis, lichen planus and dermatitis herpeti- 
tormis. Formulas and other suggestions for treatment are given. 
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TREATMENT OF OcULAR SYPHILIS. CONFERENCES ON THERAPY, New York State J. Med, 
42:1251 (July 1) 1942. 


Arsenical therapy and heavy metals are recommended as just as effective for ocular 
syphilis as for lesions elsewhere in the body. In selected cases of interstitial keratitis feye; 
therapy is indicated. Primary atrophy of the optic nerve must be treated without delay. 
The method of choice is fever induced by malaria. Tryparsamide is not to be used. For 
syphilis of the central nervous system tryparsamide is useful, but it may produce damage to 
the optic nerve in about 23 per cent of the cases. Discontinuance of administration of the 
drug must follow any sign of disturbance in vision. Roncuese, Providence, R. I. 


THE Use oF PENrIcILLIN. W. E. HERRELL, DorotrHy H. HEILMAN and H. L. 
Wit.iaMs, Proc. Staff Meet., Mayo Clin. 17:609 (Dec. 30) 1942. 


The authors report a case of severe facial and orbital cellulitis due to Staphylococcus 
aureus and complicated by septicemia in which penicillin was employed. The patient recovered, 
after no response to adequate doses of sulfadiazine. 

Penicillin may be administered locally or subcutaneously without evidence of toxicity. It is 
easily destroyed by alterations in the pa of the surrounding mediums and is sensitive to 
oxidizing agents. Heat, heavy metals and alcohols alter the material considerably. Products 
of breakdown of tissue or paraaminobenzoic acid do not appear to inhibit its action. The 
material diffuses readily into practically all the bodily tissues, and approximately half of it 
is excreted in the urine without evidence of renal toxicity. 

On the basis of present evidence it would appear that the substance should be most useful 
in the treatment of infections of Staph. aureus, Streptococcus pyogenes, Diplococcus pneu- 
moniae, Neisseria gonorrhoeae and Neisseria intracellularis, as well as organisms associated 
with gas gangrene. Actinomyces bovis is also susceptible to the action of penicillin, whereas 
Mycobacterium tuberculosis is resistant. Streptococcus viridans is also resistant. Because 
penicillin appears rapidly in the urine, it should prove valuable in the treatment of infections 
in the urinary tract due to susceptible organisms. 

The technical difficulties in preparing the material have to some degree retarded wide- 
spread clinical use of penicillin. While the drug may be administered by mouth, care must 
be taken to introduce it into the duodenum because the acid phase of the stomach will 
render the substance impotent. For severe infections pyrogen-free material may be adminis- 
tered by the nearly continuous intrayenous drip method. 

The authors have used penicillin in 4 cases of infections due to Staph. aureus with 
strikingly satisfactory success. Henscuet, Denver. 


THE EmorionaL SETTINGS OF SOME ATTACKS OF Unricania. L. J. Saut and C. Bernstein 
Jr., Psychosom. Med. 3:349 (Oct.) 1941. 


Saul and Bernstein consider the problem of urticaria as a psychosomatic manifestation 
through a detailed investigation of a single case. They focus their attention not on the details 
of the patient’s personality structure but on the emotional states occurring at the time of the 
urticarial attacks. The subject for study was a young woman with intense longings for love 
who was unable to satisfy these desires by normal sexual relationship with a man because of 
her fears and inhibitions. Urticaria developed at times when her desires were especially 
stimulated and frustrated. Twelve urticarial episodes were observed during the analysis, and 
their emotional settings are described. Eight of them occurred in connection with dreams 
which ended always on the verge of frustration in a situation in which a desire was portrayed 
as almost but not quite satisfied. Other types of dreams were never followed by urticaria. 
However, a repetitive dream in which a reached-for object or person slipped from the patient's 
grasp was sometimes followed by weeping instead of by urticaria. The urticaria appeared 
when weeping was repressed and often ceased when the patient cried. The findings were 
confirmed by the analysis of a second patient and by a few observations on 5 patients who 
were examined in interviews. On the basis of these results, as well as other observations in 
cases of asthma, Saul and Bernstein suggest the possibility that there may be a relationship 
between certain states of allergic sensitivity and psychodynamic states of intense frustrated 


longings. SCHLEZINGER, Philadelphia [ArcH. Nevrov. & Psycutat.]. 


RESULTS OF IRRADIATION TREATMENT OF CANCER OF THE Lip: ANALYSIS OF 636 CASES 
FROM 1926-1936. B. F. ScHrerner and C. J. Curisty, Radiology 39:293 (Sept.) 1942. 


The authors treated with irradiation 636 consecutive patients with cancer of the lip. 
All the lesions were proved microscopically to be squamous cell epitheliomas. 
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Cancer of the lip occurred about thirty-eight times as frequently in men as in women and 
about twenty-nine times as frequently on the lower as on the upper lip. The youngest 
patient was 28 and the oldest 92 years of age. 

The absolute cure rate for the total series was 58.9 per cent. With the elimination of 
patients who died of intercurrent disease with the lesion healed at the time and those who 
were lost from observation with the lesion healed less than five years, the rate of cure was 
74.4 per cent. 

In 334 cases the lesion was primary cancer of the lip, and in a few cases recurring 
cancer of the lip treated elsewhere, in which there were no demonstrable metastases or 
enlarged lymph nodes at the time of admission. This group of patients was for the most 
part treated with unfiltered roentgen rays, the dosage being 1,600 to 2,400r at one treatment. 
Of the 334 patients, 232 remained well five years or longer; 69 died from intercurrent 
disease with the local lesion healed; 18 were lost from observation with the local lesion 
healed, and 15 died of uncontrollable metastases. The absolute cure rate for the group was 
69.5 per cent. If those who died from intercurrent disease or were lost to observation with 
the local lesion healed from two to five years are eliminated, the cure rate is 93.9 per cent. 

Patients with metastases on their first visit did very poorly. Of 110 such patients, 12 
remained well five years or longer. The treatment of metastases was primarily by external 
irradiation. An average dose of 2,500 to 3,800r was given over a period of two to three 


weeks. HENSCHEL, Denver. 
BACTERIOLOGY OF IMPETIGO CONTAGIOSA. ROBERT CRUICKSHANK, Lancet 2:275 (Sept 6) 

1941. 

On each patient’s admission to the hospital swabs were taken from the impetiginous lesion 
after removal of a superficial crust and also from the throat. Hemolytic streptococci were 
recovered from the cutaneous lesions of 15 of 23 patients. All were of the Lancefield A 
group; there were seven different serologic types. Staphylococcus aureus was obtained from 
18 of the 23 patients; it was present in all those whose cultures failed to yield hemolytic 
streptococci. The staphylococcus was regarded, rightly or wrongly, as a secondary invader. 

The seasonal incidence, the distribution on exposed parts of the body and the apparent 
prevalence among troops all suggested that excessive exposure to the sun might be a factor 
in the causation of impetigo. 

Crystal violet paint or a paste containing a sulfonamide compound gave best results. 


LANGMANN, New York. [Am. J. Dis. Cuup.] 


CONTROL OF VENEREAL DISEASE IN THE ARMY. N. M. Gisson, M. J. Australia 2:290 
(Sept. 26) 1942. 

The incidence of syphilis has increased in the Australian Army since the outbreak of war. 
Eighty-five per cent of the patients contracted the disease from amateur sources and 15 per 
cent from professional sources. 

All soldiers in the home forces suffering from syphilis are discharged from the army as 
medically unfit, since it is considered necessary for them to receive continuous treatment for 


eighteen months to two years. Henscuet, Denver. 


A CONTRIBUTION TO THE STUDY OF GRANULOMA ANNULARE. M. A. Mazinnt, Bol. Soc. 


de dermat. y syph. de Asoc. med. argent. 4:31, 1940. 

This is a detailed report of a case of granuloma annulare in a 10 year old girl with 
lesions on the dorsa of the hands, which disappeared after three months of treatment by 
means of cod liver oil internally only to recur in the same location after eight months. 
Four days after excision of a specimen from the left hand for biopsy, all lesions on that 
hand disappeared. A guinea pig which was inoculated with the excised tissue revealed no 
visible changes. Histologic examination of the excised tissue was not made. 
OBERMAYER, Los Angeles. 
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Society Transactions 


MINNESOTA DERMATOLOGICAL SOCIETY 


F. W. Lyncu, M.D., President 
H. A. Cummine, M.D., Secretary 


St. Paul, Nov. 13, 1942 


Lichen Urticatus. Presented by Dr. Jonn F. Manpen, St. Paul. 


L. J., a 4 year old girl, has had an itching eruption on her arms and legs since 1940. The 
mother stated that the eruption is generally worse in summer and gradually improves as cold 
weather comes on. The lesions are most intense on the extremities and appear as pea-sized, 
excoriated papules and wheals, some of which result in hyperpigmented macules and scars. 
The patient did not improve when given calcium lactate by mouth and solution of parathyroid 
extract subcutaneously. 


Urticaria Pigmentosa. Presented by Dr. Joun F. Mappen, St. Paul. 


J. S., a 1 year old boy, has had an eruption on his body for the past eight months. The 
eruption appears as pigmented plaques, macules and wheals, varying from fawn colored to 
dark brown. The lesions are irregular and vary in size from that of a pea to that of a lima 
bean. Irritation of the lesions may produce a wheal. Biopsy was not permitted. 


Urticaria Pigmentosa. Presented by Dr. Joun F. Mappen, St. Paul. 

P. G., a boy aged 8 years, has had an eruption on the extremities and trunk since the fall 
of 1941. In the beginning the eruption resembied hives, and it has never entirely disappeared. 
The lesions seem to come in crops and leave brown pigmented macules. They consist of pea- 
sized, excoriated wheals, papules and macules. 


DISCUSSION ON THREE CASES OF URTICARIA 


Dr. H. E. MicHetson, Minneapolis: I thought the last case was one of pityriasis liche- 
noides chronica, or Juliusberg’s disease. The boy’s mother told me that the lesions disappeared 
in the summer. There was no residual leukoderma. 

Dr. STEPHAN Epstern, Marshfield, Wis.: I agree with Dr. Michelson regarding the 
diagnosis in the last case. I should like to make a diagnosis of parapsoriasis lichenoides. In 
the first case presented, the one of lichen urticatus, I might recommend a trial with a prep- 
aration of histaminase. Recently good results with this drug were reported in treatment ot 
this disease. I tried it in a case of mine, with an excellent result. 


Multiple Benign Cystic Epithelioma and Seborrheic Keratosis. Presented by Dr. S. E. 


SweEITzeER, Minneapolis. 


B. M., a white woman aged 59, was referred to the dermatologic clinic because of lesions 
on her face. No history could be obtained with regard to the duration of the lesions. The past 
history revealed many and varied complaints. Unilateral edema of the right leg and mild hyper- 
tension had been present for many years. In 1934 the patient had a condition diagnosed as 
herpes zoster ophthalmicus involving the right side. In 1934, and again in August 1942, the 
diagnosis of chronic tonsillitis was made. 

Examination shows a decidedly obese woman. Numerous minute, pale yellowish tumors, 
varying in size from that of a pinhead to that of a pea, are seen on the face. Greasy brown, 
verrucous, elevated lesions are scattered over the face, chest and back. The skin is oily to touch. 


Multiple Benign Cystic Epithelioma. Presented by Dr. S. E. Swerrzer, Minneapolis. 


F. G., a white woman aged 41, first noted the eruption on the lower eyelids three or four 
years ago. During the past year the lesions have increased in size and number and have sprea‘ 
to the temples, and to a lesser extent to the cheeks. 
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The Wassermann reaction of the blood was negative. 
Examination shows numerous low, flat, white papules on the lower eyelids and over the 
A few are scattered on each cheek. 


temples. 


CYSTIC EPITHELIOMA 


ON TWO CASES OF MULTIPLE BENIGN 


DISCUSSION 

Dr. STEPHAN Epstern, Marshfield, Wis.: I am of the opinion that these 2 cases are 
identical. In both there are the typical yellowish papular lesions under the eye which at 
ladassohn’s clinic would be called syringoma. The microscopic picture corroborates this 
diagnosis. Perhaps it is only a question of nomenclature, but formerly this condition was 
separated from epithelioma adenoides cysticum. 


Lupus Erythematosus and Pulmonary Tuberculosis. Presented by Dr. Joun F. Mappen, 

St. Paul. 

Mrs. H., aged 54, first had an erythematous patch on the left cheek. New lesions have 
appeared, until most of the skin of the cheeks and nose is involved. The lesions are irregular 
plaques with an erythematous border and an atrophic stippled center. Telangiectasia is asso- 
ciated with some of the lesions. The plaques show dilated follicles and are covered with a 
tightly adherent scale. The patient also has diabetes mellitus and pulmonary tuberculosis. 
One sister died twenty-four years ago, at the age of 29, of acute disseminated lupus erythema- 
tosus, after an illness of three or four months. 


DISCUSSION 


Dr. H. E. MicHetson, Minneapolis: I think these lesions are of the telangiectatic type. 
I have already seen two members of the same family with lupus erythematosus. 

Dr. STEPHAN Epstein, Marshfield, Wis.: The fact that two sisters are suffering from 
lupus erythematosus is interesting. I cannot remember having encountered familial cases of 
this disease. The association of this condition with pulmonary tuberculosis does not necessarily 
imply a tuberculous origin of the disease. If lupus erythematosus is to be considered a syndrome 
with a variety of etiologic agents, tuberculosis is simply one of several causes. 


A Case for Diagnosis (Erythema Induratum and Advanced Pulmonary Tuberculosis?). 
Presented by Dr. JoHN F. Mappen, St. Paul. 

Mrs. H. K., aged 29, states that the eruption appeared on her legs in October 1940 and has 
been present at intervals since. The eruption is generally confined to the calves, but lesions 
have also appeared on the arms near the elbows. The first sign is a deep-seated, marble-sized, 
painful red nodule which ulcerates and heals with scarring in about three months. There have 
been as many as three or four ulcers on each leg at one time. The patient has advanced pul- 
monary tuberculosis. 


Erythema Induratum. Presented by Dr. Joun F. Mappen, St. Paul. 
Mrs. J. B., aged 30, stated that she noticed a deep-seated, hard, marble-sized nodule on the 
medial side of the left leg about one year ago. Examination in August revealed a dime-sized 
ulcer at the site of the previous nodule. There is no history of tuberculosis in the immediate 
family. 
The reaction to a Mantoux test was strongly positive, but a roentgenogram of the lungs 
showed nothing abnormal. The Wassermann reaction of the blood was negative. 


ERYTHEMA INDURATUM 


OF 


DISCUSSION ON TWO CASES 

Dr. H. E. MicHetson, Minneapolis: I readily accept the diagnosis of erythema induratum 
in the first case, but I doubt the diagnosis in the second. The microscopic picture is distinctly 
against such a diagnosis. I am not sure that every indurated plaque which clinically resembles 


erythema induratum is such a lesion. Corroborative evidence is necessary. 


Lichen Planus. Presented by Dr. Jonn F. Mappen, St. Paul. 

Mrs. A. G., aged 63, stated that she first noticed an itching eruption on the flexor surfaces 
oi the forearms in February 1942. The eruption remained localized until July 1942, when it 
spread over the extremities and trunk. The eruption is most severe on the trunk, where it 
appears as pinhead-sized, angular, flat-topped papules associated with large olive-sized, pityriasis- 
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rosea-like plaques. The long axes of the plaques are parallel with the lines of cleavage of th: 
skin. The large olive-sized lesions are dark brown and seem to be atrophic in the center. Thy 
Wassermann reaction of the blood was negative. 


Lichen Planus. Presented by Dr. S. E. Sweitzer, Minneapolis. 


E. L., a white man aged 67, noted the onset of lesions in April 1942 with an itching anj 
burning eruption in the left popliteal space, which slowly spread to include the sacral anj 
iliac areas, the perianal region, the right popliteal space and, to a lesser extent, the entir: 
trunk and arms. The lesions were purplish red papules and plaques with lichenification. (y 
the chest and upper part of the back the lesions were brighter red and annular and had more 
active borders and scaling. 

Incidentally, coronary insufficiency was noted, for which the cardiac clinic prescribed pheno. 
barbital and glyceryl trinitrate. The patient also had a large inguinal hernia on the right side: 
of fourteen years’ duration, for which he wore an ill fitting truss, the straps of which were jn 
contact with the lesions in the sacral and iliac regions. 

Small doses of roentgen rays were given to the popliteal spaces and the sacrum in July. 

Examination shows pruritic lesions in the locations aforementioned. The papules are flat, 
irregular and violaceous, with slight scaling. The plaques on the legs and sacrum still show 
considerable lichenification. 


DISCUSSION ON TWO CASES OF LICHEN PLANUS 


Dr. C. W. Laymon, Minneapolis: I agree with the diagnosis in each case. In the second 
one the lesions on the legs resemble pityriasis rosea. Whenever I see lesions of this type | 
think either of true lichen planus or a drug eruption simulating this condition. In this case, 
however, there was no history of ingestion of drugs. Apparently, the eruption is true lichen 
planus with pityriasis-rosea-like lesions. Sonck (Finska léak.-sallsk. handl. 79:702 [Aug] 
1936) compared the merits of bismuth preparations, arsphenamine and roentgen rays in the 
treatment of lichen planus. Three groups of about 35 patients each were treated by one method 
alone, and the results were just about the same, regardless of the type of therapy. 


Ulcerative Hodgkin’s Disease. Presented by Dr. S. E. Swerrzer, Minneapolis. 


A. E., a white man aged 47, first noted a painless swelling in the left groin one year ago. 
A few months later the swelling decreased in size, and the patient experienced no discomiort 
until six months ago. At that time the swelling in the left groin recurred, and three weeks 
later “pimples” appeared on the left thigh. The cutaneous lesions spread progressively in 
spite of topical applications, and it was for these lesions that he came to the dispensary, in 
September 1942. His past history revealed only the presence of draining sores of unknowi 
cause in the left groin during early childhood. 

He was admitted to Minneapolis General Hospital, Minneapolis, for observation. Examina- 
tion then showed numerous discrete, though in places confluent, lesions, heavily crusted, on the 
anterior superior aspect of the left thigh. Firm, enlarged nodes were palpated in the left groin 
Superficial to Poupart’s ligament a scar was noted. 

The Wassermann reaction of the blood was negative. The reaction to the Frei test was 
negative, and that to the Mantoux test was positive (3 plus). Roentgenograms of the chest 
revealed nothing abnormal. Culture of material from the lesions yielded Staphylococcus aureus 
and Staphylococcus albus. 

No improvement followed application of either 5 per cent sulfathiazole in a cod liver ol 
ointment or Darier’s solution (copper sulfate, 2 Gm., and zinc sulfate, 7 Gm., in 300 cc. 0 
camphor water) in a 1:16 dilution in water. Irregular, indolent ulcers with surrounding 
erythema were noted after removal of the crusts. A few enlarged nodes became palpable i 
the right groin. The blood picture remained essentially the same. 

In addition to the topical applications, the patient received superficial roentgen therapy: 
the radiation was filtered with 1 mm. of aluminum for the cutaneous lesions, and with 1 mm. 0 
aluminum and 0.25 mm. of copper for the enlarged nodes. 

The patient presents healing ulcers on the left thigh. Slight swelling of the nodes distil 
to the inguinal ligament remains. 

DISCUSSION 

Dr. H. E. Micuetson, Minneapolis: I have examined a rather large number of glands 1 
cases of generalized erythroderma and have shown the sections to Dr. Bell (pathologist). He 
agreed that one must be cautious in making a diagnosis of Hodgkin’s disease from such sections 
for generalized, exfoliative dermatitis produces adenitis the microscopic characteristics 0! 
which simulate those of Hodgkin’s disease. 
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Pemphigus Foliaceus. Presented by Dr. ABRAHAM WALZER. 


A. F., a married man aged 40, first presented himself a few days ago with an eruption of 
two years’ duration. There was nothing in his past history of significance. The eruption 
began with a number of flaccid bullae on the chest. Gradually many new bullae developed on 
other parts of the body, which-ruptured and crusted, eventually involving the entire body. 

He has been seen by many dermatologists and has been confined in a city institution for 
four months. He has received many intravenous and intramuscular injections, roentgen and 
ultraviolet irradiation and numerous forms of medication by mouth. Examinations of the 
blood and urine revealed nothing abnormal. 

Now the rash involves the entire body, face and extremities. It consists of large masses 
of moist scales and thin crusts, which are easily removed, exposing a red, weeping surface. 
There is no sound skin; the entire surface, except the palms and soles, is involved in an 
exfoliative inflammatory process with an abundant discharge of a seropurulent secretion. This 
discharge dries in thin crusts through which weeping fissures penetrate. 

At present the nails are not involved, although they have exfoliated a number of times. 
The mucous membranes are not involved. Itching is not pronounced. All external glands are 
palpable. 


DISCUSSION 


Dr. C. T. CHIARAMONTE: The history was an important factor in the diagnosis of this 
case. On seeing this patient without knowing the history one would ordinarily look on the 
eruption as erythroderma with desquamation. Without knowing the history, I should also be 
tempted to institute fever, typhoid or vaccine therapy. But the history is indisputable, and 
I believe one must call the condition pemphigus. 

Dr. L. J. FRanK: I agree with the diagnosis, although at first glance I should consider 
erythroderma. The special features are the chronicity and the low toxicity of the disease. 
I cannot suggest any treatment; all forms have been tried, and one is as good as another. 
The patient should be kept as comfortable as possible, and the skin should be kept clean with 
potassium permanganate and bland ointments. 


Morphoea Guttata. Presented by Dr. D. M. Davinson. 


A. F., a 39 year old married woman, is presented from the dermatologic clinic of the Jewish 
Hospital with a lesion on the face of two to three years’ duration. 

The lesion is on the right cheek, just above the nasolabial fold; it is round, pea sized, 
chalk white and somewhat depressed and gives the impression of stiffness and hardness on 
palpation. 


DISCUSSION 


Dr. D. M. Daviwson: This type of morphea is relatively rare. The prognosis is not bad 
in the sense that the lesion becomes stationary and may even soften. 

Dr. J. Scuweic, New York: I believe that the condition in this case belongs to the group 
of cardboard sclerodermas described by Unna. The entire patch, when taken between the 
fingers, can be bent and possesses the flexibility of a playing card. There often occur spon- 
taneous remissions, resulting in smooth atrophy and pigmentation. 

Dr. NATHAN PENSKy: I wish to advise against the prolonged treatment of this disease 
with roentgen radiation. I have recently seen 2 patients who were treated many years ago for 
morphoea guttata and who now present decided radiodermatitis. 

Dr. D. M. Davipson: This type of morphea does not resemble the scleroderma-like epithe- 
lioma ; it is snow white and does not have the grayish yellow color and the elevated borders 
of the latter. The epithelioma is called morphea-like or scleroderma-like because it resembles 
the ordinary circumscribed scleroderma, but not the type of morphea presented here. 
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Hodgkin’s Disease with Cutaneous Manifestations. Presented by Dr. Jacos Skerr. 


B. F., a 17 year old boy, born in the United States, was first seen in the dispensary of the 
Jewish Hospital in May 1942, complaining of severe itching of the arms and legs of three week; 
duration. 

He was admitted to the Jewish Hospital on Dec. 27, 1941, at which time he complained of 
pain over the upper part of the chest and of a lump at the clavicular sternal joint. 

Examination at that time showed many enlarged glands on both sides of the neck and 
large mass on the sternum. A cervical gland was removed for examination. 

On histologic examination of the gland the follicles appeared confluent and the interstitial 
tissue was edematous. The sinusoids were distended and contained large numbers of mono- 
nuclear cells with occasional eosinophils. Large mononuclear cells of the Sternberg-Reed type 
were scattered throughout. Within the interstitial tissue were also slight infiltrations of 
eosinophils. There was no increase of the interstitial fibrous connective tissue. Within the 
capsule and surrounding adipose tissue there was an infiltration with small and large mono- 
nuclear cells. The histologic diagnosis was Hodgkin’s disease. 

Roentgenograms of the upper and lower extremities, shoulders, ribs, spine and pelvis showed 
no metastatic disease. The Kline reaction of the blood was negative. Blood counts were 


ted as follows: 
Dec. 7, 1941 Jan. 15,1942 Jan. 16, 1942 


Hemoglobin 81% 

28,000 28,600 

Polymorphonuclear leukocytes 63% 81% 

Lymphocytes 22% 5% 18% 

Basophils 1% 


The sedimentation rate was 130 mm. per hour. 


The patient was readmitted to the hospital on March 17, 1942, complaining of fever, general 
weakness, loss of weight and abdominal pains. Examination at this time revealed enlargement 
of the cervical and axillary glands. The manubrium was enlarged and tender on pressure. 
He received roentgen therapy and was discharged on April 18, as improved. 

Reports of the blood counts during this hospitalization were as follows: 


March 17,1942 March 31,1942 May 5, 1942 


Hemoglobin 80% 74% 
Polymorphonuclear leukocytes................. 349 75% 
Lymphocytes 11% 
Basophils y 0 
The sedimentation rate was 113 mm. per hour. 


The eruption first appeared on the forearms several weeks after the last discharge from the 
hospital. There are numerous erythematous patches of irregular shapes and sizes, consisting 
of closely agminated, discrete, pinhead-sized papules, varying from skin colored to light 
red. There are also irregular patches of erythema and papules, some with scratched-off tops, 
which were covered with fine scales and hemorrhagic crusts. The eruption is situated mainly 
on the arms, forearms, thighs and legs. There are large glands matted together in the neck, 
over the manubrium and in the axillas. 

The histologic report of a section of the skin was as follows: The stratum corneum was 
absent. The granular layer was one cell wide. The malpighian layer showed an irregular, 
finger-like acanthosis, with some intercellular edema of the lowermost levels. In some areas 
this edema merged with a similar interstitial edema of the papillary layer and the upper 
reticular layer of the corium. The entire corium was the seat of a sparse cellular infiltrate, 
consisting of scattered small round cells and numerous large endothelial cells, which seemed to 
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arise from new-formed blood vessels. The endothelial lining of many of the small vessels was 
swollen with proliferated lining cells, some of which seemed to have desquamated into the lumen. 
Some polymorphonuclear cells were also seen in the lumen of a few of the vessels. The diag- 
nosis was subacute dermatitis, of nonspecific type. 


DISCUSSION 


Dre. C. T. CHIARAMONTE: I agree with the diagnosis. This disease is commonly associated 
with toxic manifestations of the skin. This may appear as urticaria or lichenoid dermatitis 
or a purpuric rash. 

Dr. SeyMouR H. Sitvers: The diagnosis is clearcut. I should like to know the cause of 
the pruritus. What is the mechanism of the itching? 

Dr. ABRAHAM WaALZER: This patient’s itching is due to intoxication associated with the 
Hodgkin’s disease. In scratching he produces the lichenoid papules. The rash is secondary 
to the scratching, as is the case in neurodermatitis. 


BRONX DERMATOLOGICAL SOCIETY 


Davip Broom, M.D., President 


Henry Sitver, M.D., Secretary 


Regular Meeting, Nov. 25, 1942 


Erythema Palmare (Red Palms). Presented by Dr. Maurice UMANSKY. 


L. E., a white woman of 25 years, is married and has one child, aged 2 years. While 
pregnant with this child, the patient noticed that the palms became mottled with reddish spots. 
She complained of occasional “faint spells.” No other member of the family ever had a similar 
eruption. 

The mottling persists to date and is composed of reddish macules located on the thenar 
and hypothenar eminences of both palms. The prominent parts of the palms adjacent to the 
basal phalanges of the fingers are also involved. The central parts of the palms are free of 
eruption. Examination with a magnifying glass shows that the macules are made up of 
enlarged capillaries (telangiectases). There are irregular lines and groups of lines which form 
reticulated lesions. Some macules show a centrally located dot, or punctum, and remind one 
of the structure of a naevus araneus. Almost all the lesions disappear under diascopic pressure. 
With greater pressure the central points also fade. The intensity of the redness of the palms 
varies. At times the erythema fades until it is hardly noticeable. The eyebrows have few and 
short hairs. Tiny yellowish papules are visible in the right eyebrow. The sparsity of hair 
of the eyebrows is the result of the use of tweezers. 

The hemogram was normal, and physical examination revealed no abnormalities. 


Dr. HENRY SILVER: The accepted name for this eruption is erythema palmare hereditarium, 
but whether it is a hereditary disease sui generis or a symptom complex acquired, as in Dr. 
Umansky’s case, during pregnancy is still debatable. It appears that in most of the cases 
reported, including the one Dr. Feldman has presented before this society (ArcH. DERMAT. 
& SypH. 40:1024 [Dec.] 1939), the lesions occurred during pregnancy. The case presented 
conforms with those recorded because of the mottled appearance and characteristic association 
of spider nevi in other parts of the body as well as on the palms. 

Dr. VAN AtstyNE H. CorNELL: A man under my care presented the same sort of erup- 
tion and in the same location but somewhat more pronounced and of thirty years’ duration. 
It began at an early age and has remained without change to date. There were no subjective 
symptoms at any time. 

Dr. MaurtceE UMANSKY: The case is of interest because the erythema has persisted since 
its appearance during pregnancy, now more than two years; as a rule, the erythema disappears 
a few weeks after delivery. 

The first case of this eruption was reported in 1929. The eruption was noted in men as 
well as in women. A familial trait was present in many cases. It was therefore named 
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erythema palmare hereditarium. Soon, thereafter, the relation of the erythema palmare t, 
pregnancy was observed. In 1 case an attempt was made lately, with some success, to 
reproduce the erythema after its disappearance by parenteral administration of a preparation 
of estrogen. Dr. Feldman was inclined to connect the lesions with toxemia of preguancy, 
His patient presented the eruption during several successive pregnancies which all ended jy 
an abnormal way. My patient had a normal delivery, and the child is still well. The vascular 
disorder involving the palms was lately encountered in cases of Laennec’s cirrhosis of the liver 
and of thyrotoxicosis. The changes in the intensity and appearance of the erythema at different 
observations are due to the different degrees of dilatation of the capillaries and arterioles 
which are under the influence of the autonomous nervous system; this denotes the purely 
vascular character of the disease. : 


Persistent Blepharitis (Due to Yellow Mercuric Oxide). Presented by Dr. Davin Biooy, 


M. P., a Negress aged 48 years, came to the Skin and Cancer Unit of the New York Post- 
Graduate Medical School and Hospital on Nov. 4, 1942, complaining of an affliction of the 
eyelids of eight months’ duration. The information obtained from the patient was that eight 
months previously there developed pruritus of the left upper eyelid, for which she has been 
treated at an ophthalmologic clinic with an ointment of yellow mercuric oxide. In spite of 
the treatment, the pruritus persisted and induced her to rub the eyelids, which led to the 
development of marginal thickening and ulceration. 

The left upper eyelid shows cordlike thickening and considerable ulceration. The inner 
portion of both lids of the right eye are similarly affected but to a lesser degree. 

After applications of a solution of boric acid and a bland ointment, the eruption improved 
considerably within a short time; the thickening diminished, and the ulceration almost healed. 

A patch test with yellow mercuric oxide gave a negative reaction. A test with tuberculin 
in a dilution of 1: 10,000 gave a 1 plus reaction. The Wassermann reaction of the blood was 
negative. 

DISCUSSION 

Dr. Max Kampr: I doubt whether there is a relation between the use of the ointment and 
the blepharitis. 

Dr. THEODORE ROSENTHAL: It should not be surprising that continued application of an 
ointment of yellow mercuric oxide to the eyelids should either prolong an irritation already 
present or in itself lead to irritation. It is an insoluble substance and when incorporated in an 
ointment exists in the form of minute needle-pointed crystals. Hasford and McKenney 
(J. A. M. A. 100:17-19 [Jan.] 1933) called, attention to the status of this preparation 
(Pagenstecher’s ointment) some years ago, citing the following statement of the originator, 
Pagenstecher (1866): “Its immediate effect is undoubtedly irritant; for any previous vascu- 
larity is at once heightened on its application.” Hasford and McKenney call attention to the 
insolubility of the chemical, stating that they had observed cases in which granules of yellow 
oxide were visible with the slit lamp. 

Another possibility in the prolongation of the irritation may be that the patient is hyper- 
sensitive either to the mercurial compound itself or to some ingredient in the ointment base. 

Dr. Paut Gross: The eruption did not impress me as a contact dermatitis but rather as 
a chronic infection of the hair follicles. Dr. Rosenthal’s suggestion that the ointment base 
rather than the yellow mercuric oxide was responsible for the irritation of the hair follicles 
should be considered. It can readily be seen that this is a rare manifestation, since yellow 
mercuric oxide is so extensively employed in treatment of blepharitis. On the other hand, a 
typical contact dermatitis due to yellow mercuric oxide can be expected to occur with the 
usual frequency of sensitization to an external agent. 

Dr. Frank E. Cross: Yellow mercuric oxide is commonly used for diseases of the eyelids, 
yet one rarely encounters contact dermatitis of the lids. Why is it that one encounters more 
instances of dermatitis from ammoniated mercury, for example, than from yellow mercuric 
oxide? Does the different chemical constitution account for it? 

Dr. Franz HERRMANN (by invitation): I would assume that the ammoniated mercury is 
much more capable of producing a chemical reaction because it is chemically more active. 
But in the present instance whether it did so is speculative, when one considers the possibility 
that the eruption may have been caused by a combined effect of the ointment base and the 
particles of yellow mercuric oxide. In this respect, it was interesting to hear of the coarse 
dispersion of the mercuric oxide in earlier ointments; and it would be understandable that 
powerful dispersing agents frequently used in modern ointment bases lead to such forms of 
blepharitis through acting as an aid in carrying the grains into the follicles. 
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Dr. Daviy Broom: Because of the observation one month previously at the clinic of a 
imilar case, in which also the condition improved considerably after the use of bland applica- 
tions, it was suspected that yellow mercuric oxide was the irritating agent. The statement 
of Dr. Rosenthal about the presence of granules in the ointment would explain the mechanical 
injury possibly produced by this substance. Many cases of this condition are probably 
encountered in ophthalmologic clinics where yellow mercuric oxide is frequently prescribed 


for blepharitis. 


A Case for Diagnosis (Acanthosis Nigricans?). Presented by Dr. ApoLpH ROSTENBERG. 


A man of 84 years has always been well until about two years ago. At that time there 
developed a severe generalized pruritus which resisted all routine treatment. The patient came 
under my observation in April 1942. He was well preserved for his age, and a thorough 
physical examination revealed no abnormalities. He complained of severe itching, without 
showing any evidence of cutaneous lesions. Treatment with intramuscular injections of an 
androgen was instituted, and after the sixth injection the itching stopped completely. In 
October 1942 he returned, stating that the itching had recurred about three months previously 
and was now as severe as before. He had lost 30 pounds (13.6 Kg.) in weight, and he felt weak. 

The skin in general appears rough. In the groin and on the upper part of the thighs 
there is a dirty grayish brown patch the size of a palm; the skin is thickened and cross 
hatched and has a leathery feel. Similar patches are distributed in the axillary region, 
popliteal spaces and bends of the elbows. There are no warty excrescences or papillary 
growths. There is a large mass in the abdomen extending from the lower part of the pelvic 
region to about 2 fingerbreadths above the umbilicus. The tumor is freely movable and does 
not cause pain on palpation. 

Chemical examination of the blood and urinalysis revealed no abnormalities. 


DISCUSSION 


Dr. CHarLes Wo LF: If this man has a tumor as large as Dr. Rostenberg described, he 
should have symptoms of obstruction. Is the tumor retroperitoneal, vesical, prostatic or colonic 
in origin? There is considerable increase of fat in the omentum, and that is probably what 
one feels on palpation. The lesions on the body are suggestive of lymphoblastoma, and I 
should advise a bone marrow puncture and study of the blood. It may reveal leukemia. 

Dr. Henry SiLver: Without sufficient proof, one cannot state that administration of a 
gonadotropic substance is responsible for the development of a malignant growth. 

I note that the pruritus was relieved by hormonal therapy. This is in line with Dr. S. 
Feldman’s work, which was recorded in a recent paper (ArcH. Dermat. & Sypu. 46:112 
[July] 1942) dealing with essential senile pruritus. I have followed up the effect of testos- 
terone and progynon in other cutaneous diseases such as lichen planus and neurodermatitis 
associated with intense pruritus. Temporary benefit was occasionally observed. The patient 
presented shows definite signs of what seem to be clinical improvement, but I hesitate to 
attribute it solely to the few injections of androgen, as the patient had, in addition, received 
roentgen therapy. Dr. Rostenberg’s suggestion that acanthosis nigricans is developing is well 
taken. The patient’s condition seems to follow the same clinical course as that of the patient 
presented by me before this society last year (ArcH. Dermat. & SypuH. 46:459 [Sept.] 1942). 

Dr. ADOLPH ROSTENBERG: I do not mean to imply that the injected testosterone produced the 
tumor in this case. I merely mentioned it as a coincidence. The physician who referred the 
patient to me is a keen observer, and he definitely states that there was no mass present when 
the patient was first seen by him. Acanthosis nigricans in the first stage of its development 
lacks the characteristics present in the fully developed form which aid in the diagnosis. I was 
jortunate enough to see the patient when the disease was in a beginning stage, at which time 
the eruption resembled lichen chronicus simplex. 


A Case for Diagnosis (Lupus Erythematosus?). Presented by Dr. Harry B. Femer. 

M. S., a man aged 47 years, born in Czechoslovakia, came to the Lebanon Hospital in July 
1942, presenting an eruption on the face, ears and neck of two and a half months’ duration. 
rhe patient states that all the areas were affected at once and that the eruption was accom- 
panied with a burning sensation. He worked in a cold storage plant at night and was in the 
habit of drinking a pint (475 cc.) of whisky while at work. He had no opportunity to 
expose himself to the sun. 

On the cheeks, extending to the ears, and on the nose, forehead and chin and both sides of 
the neck there is an erythematous confluent eruption. The skin around the eyes and around 
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the lips is not involved. The affected skin is firm to the touch, elevated and well demarcated 
There is scaling on the ears and the nose. The nose shows dilated follicles with plugging. |, 
appearance, the erythema is similar to that seen in frostbite. To date, the patient has received 
fifteen injections of bismuth subsalicylate intramuscularly, which were followed by considerable 
improvement. Since his first appearance at the clinic he has abstained from alcoholic beverages, 

The hemogram was normal. The Wassermann reaction was negative. Examination oj 
the urine gave no abnormal results. 

Histologic examination showed considerable edema of the collagen, with numerous poly 
morphonuclear cells, some of which were necrobiotic. A perivascular collection of cells was 
present in the deeper layers of the skin. A definite diagnosis of lupus erythematosus could 
not be made. 

DISCUSSION 

Dr. CHarLtes WotF: The patient presents a chloasma-like pigmentation which may haye 
followed erythema solare. A second possibility is that the irritation followed prolonged 
exposure to the fumes of ammonia. A third possibility is that because of dieting and alcoholic 
excesses a vitamin deficiency has developed. That together with exposure to the weather caused 
the skin to become pigmented. There is evidence of hyperkeratosis of the sebaceous follicles 
on the nose, which is suggestive of vitamin A deficiency. I feel that all the factors mentioned 
are correlated, i. e., habits, occupation, mode of living and exposure. I cannot accept the 
diagnosis of lupus erythematosus on the scant evidence presented, and I would not therefore 
state that the improvement is a result of the administration of bismuth. 

Dr. Paut Gross: The cutaneous lesions which can be seen at present consist of pigmen- 
tation which apparently has resulted from a diffuse erythematous eruption, associated with 
comedo-like lesions on the nose. In addition, the patient presents perléche in both angles oj 
the mouth, and the lower lip shows a bright red, velvety condition at the line of closure. Ther 
is a papillitis on the anterior portion of the tongue. These lesions are suggestive of a deficiency 
in nicotinic acid and riboflavin. The improvement may be due to the fact that the patient has 
stopped drinking and has paid more attention to his food. The comedo-like follicles are part 
of the manifestations of nicotinic acid deficiency, as pointed out by Smith and Smith (Smith, 
S. G.; Smith, D. T., and Callaway, J. L.: Dysfunction of the Sebaceous Glands Associated 
with Pellagra, J. Invest. Dermat. 4:23, 1941). 

Dr. Davin Bioom: In addition to the other cutaneous lesions, the patient exhibited con- 
junctivitis, which is also known to be a feature of riboflavin deficiency. 

Dr. Harry B. Ferrer: If this patient is suffering from a vitamin deficiency, can Dr. 
Gross explain why the condition is limited to the face? The areas around the eyes and moutl 
were unaffected when the patient was first seen. The anterior part of the neck is not affected, 
only the areas exposed to trauma or to cold. 

Dr. Paut Gross: The limitation of the eruption to the face is due to the occupational 
exposure to cold air. As an example, I can point to the fact that external irritation determines 
the localization of the cutaneous lesions in pellagra. 

Dr. HERMAN SHARLIT: [| think that the patient has a vitamin deficiency, but this is not 
the entire story. May I point out that even if evidence of vitamin deficiency is established, the 
administration of vitamins does not necessarily effect a cure, although it plays a role? In 
other words, if one characterizes a clinical picture as due to deficiency of a particular vitamin 
and feeds only that vitamin, ignoring other factors, a cure will not result. 

Dr. Harry B. Fetter: I wish to stress again that when the patient was first seen the 
clinical aspect was that of frostbite. One cannot reconstruct the picture now. He was placed 
on a full diet but failed to respond. However, after bismuth therapy definite improvement 
resulted. 


Peculiar Pigmentation Following Injection of Tyrosinase in Vitiligo. Presented by 
Dr. Davin Boom. 


A. G., a woman aged 50 years, came to the Skin and Cancer Unit of the New York 
Post-Graduate Medical School and Hospital in October 1942 for treatment of depigmented 
spots which had appeared one year previously. 

The inner aspects of the thighs, the abdomen, the flexor and extensor surfaces of the 
forearms and the chest show numerous irregularly shaped depigmented macules the size 0! 
a coin. The skin adjacent to these areas is hyperpigmented. An injection of tyrosinas¢ 
(0.1 cc.) intradermally into some of the areas of vitiligo resulted in wheals which persisted for 
several hours. When seen forty-eight hours later, the patient presented in the area of the 
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inlets apc slate-grayish pigmentation. This persisted for several weeks and gradually 
diminished in intensity. 

A specimen of a section of a pigmented lesion removed five days after the injection gave 
4 negative reaction when tested for iron and showed no melanin granules. There were 
numerous round cell infiltrations, mostly perivascular, which reached down to the lowermost 
border of the corium, In each field about 4 mast cells were present. 


DISCUSSION 


Dr. Henry SiLtver: The main feature of Bloch’s theory of melanogenesis is that in 
vitiligo there are no cells present that can produce pigment, i. e., no melanoblasts. This can 
be readily demonstrated by the dopa reaction. It is known that tyrosinase, epinephrine and 
dopa are closely related, and it is possible that tyrosinase will produce a type of pigment 
which may be closely related to melanin. The pigment produced by the injection of tyro- 
sinase has not as yet been proved to be melanin. This is also borne out by Dr. Bloom’s 
histologic study. Melanin was not found in the basal cell layer. All he demonstrated was 
an infiltrate in the subcutis containing mast cells. These cells may have some relation to 
pigment formation, If it could be proved that after repeated injections of tyrosinase an 
agent was formed which later would turn into melanin, it would entirely upset Bloch’s theory 
of pigment formation. Until definite proof is furnished, one should adhere to Bloch’s views. 
Drs. Sharlit and Bloom deserve credit for their stimulating experiments, which, let it be 
hoped, will throw some light on the question of pigment formation. 

Dr. Paut Gross: This is an interesting field for study, but of course the work is only 
in its beginning. The blue color of the pigmentation does not exclude the possibility that a 
true pigment has been formed, but the site is not in the epidermis; it is, rather, in the cutis. 
After all, an intradermal injection is what the name denotes. The fact that vitiligo gives a 
negative dopa reaction indicates merely a loss of dopa oxidase and not absence of the sub- 
strate, i. e., promelanin. If tyrosinase is identical with dopa oxidase, a question which has 
been raised again by recent research, then the formation of melanin is possible. 


Dr. FRANZ HERRMANN (by invitation): The explanation of Dr. Gross that the blue 
color is due to a subepidermal site of the newly formed pigment is plausible; but there is 
also the possibility that a pigment is formed in a manner analogous to the formation of 
pigment in the “ink” gland of the cuttlefish and the cephalopods, since the presence and 
activity of tyrosinase (“Raper oxydase”) in this organ are known. 

In order to rule out the possibility of carrying a water-miscible pigment away from the 
sections, I should suggest fixation of the biopsy specimen in the vapor of trioxymethylene, as 
used now for other microscopic studies. 

Dr. HERMAN SHARLIT: I was led to the idea of using concentrated tyrosinase in treat- 
ment of vitiligo through the following incident: Professor Nelson, of Columbia University, 
informed me that he had purified a concentrated tyrosinase enzyme, which was being used 
clinically at the Rockefeller Institute for the treatment of hypertension by injection. The 
theory of its action is that it destroys epinephrine. It was also observed that there devel- 
oped an ever widening area of pigmentation of the skin about the point of injection. 

My initial experience with use of this material was in the treatment of a Negress with 
symmetric areas of leukoderma on the thighs, under areas of pressure from the rubber 
guards on her girdle clips, obviously the effect of the antioxidant in the rubber. My experi- 
ence in this case was similar to that reported tonight by Dr. Bloom in a case of true vitiligo. 
He reported the findings of a histologic examination by the usual staining methods. In 
addition, we had occasion to study histologically a frozen section of another treated area in 
the same patient. I must confess that I was disappointed in the minimal amount of pigment 
found in the basal cell layer as contrasted with the discoloration of the skin seen clinically. 

The silver stain can be relied on to reveal melanin in the basal layer of the epidermis, 
no matter how pale the granules. The silver reaction in this instance showed one small 
area of induced pigmentation, a reaction not expected in true vitiligo. Much further study 
is still required to explain the clinical effects observed, but from this single biopsy I am 
satisfied that the injections of tyrosinase induced pigment granules to form in the basal layer 
ot some of the cells of the vitiliginous area. 

For the time being, at least, one must consider these effects as strictly artificial in the 
sense that the phenomenon induced, namely pigmentation in a vitiliginous area, does not 
necessarily throw light on the normal process of pigment formation or on the probability of 
tyrosinase enzyme’s being a factor to be considered in the normal process of pigment formation. 


Dr. Davin Broom: The pigmentation observed in this patient was also produced in 
normal skin with injections of tyrosinase. The resulting wheal became erythematous and 
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persisted for several hours. After forty-eight hours the bluish gray pigmentation was 
noticed. The question was whether the pigmentation was due to melanin or to hemosiderin 

Histologic examination revealed neither melanin granules nor the presence of iron, by 
showed foci of infiltration throughout the whole corium down to the subcutis, with a few 
cells to a field. It is possible that the discoloration is due to shining of the infiltrate through 
the corium. Another possibility is the production of a pigment substance diffusely saturating 
the tissues but invisible under the microscope. 


Localized Amyloidosis Cutis. Presented by Dr. 


The case of A. L., aged 55, was previously presented as a case for diagnosis (necrobiosis 
lipoidica without diabetes?) on Oct. 23, 1941 before this society (ArcH. DerMaAT. & Sypy, 
45:633 [March] 1942). Histologic examination at that time was incomplete. Another speci. 
men was subsequently obtained. The histologic examination by Dr. Wilbert Sachs showed 
that the eosinophilic-staining material did not react with stains for fat, such as sudan III or 
osmic acid, but gave a positive amyloid reaction with congo red. The histologic diagnosis 
was amyloidosis cutis. 


DISCUSSION 


Dr. Paut Gross: This case would represent an unusual type of localized amyloidosis 
which has nothing in common with a lichen amyloidosis. The absence of macroglossia and 
of typical papular lesions rules out the systemic type of amyloidosis. 

Dr. Henry SILverR: Even now, in spite of the confirmative histologic examination, the 
picture is not that of localized amyloidosis cutis. It is definitely some degenerative process, 
probably associated with deposits of amyloid. 

Dr. Louis CHarcin: How much amyloid is in the skin? There is to be found some 
degree of amyloid deposit in other diseases of the skin, for instance, in senile keratosis or in 
senile degenerated skin. I think it is always necessary to take a specimen for biopsy from 
the normal skin of such a patient to see if there is amyloid present. 

Dr. Leo Sprecet: A second biopsy with appropriate staining showed amyloid. This case 
comes under the classification of localized amyloidosis secondary to a previous dermatosis, 
as described by Michelson and Lynch (Michelson, H. E., and Lynch, F. W.: Systemized 
Amyloidosis of the Skin and Muscles, Arcu. Dermat. & Sypu. 29:805 [June] 1934). 
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Granuloma Inguinale; Late Latent Syphilis. Presented by Dr. E. B. Heiser and 
Dr. Max E. Krause. 


C. B., a Negro aged 29 years, presented from the department of dermatology and syphilology, 
Cleveland City Hospital, complains of a “sore” between the buttocks of two months’ duration. 
The lesion began as a small “boil” and has grown rapidly to its present size. The lesion is 
relatively nontender and nonpainful. The patient says he has not engaged in any abnormal 
sexual practices. 

On the medial aspect of the right buttock involving the margin of and adjacent to the anus 
there is a sharply limited oval beefy red ulceration 6 by 8 cm. The edge of the lesion is nodular 
and raised 0.5 cm. above the surface of the normal skin. There is no erythema around the lesion. 
Extending toward the scrotum from the anal region, there are several isolated small nodules. 
The rectum is normal on digital examination. The inguinal lymph nodes are not 
remarkable. There are no other relevant physical findings. 

The urine and hemogram were normal. The Kline reaction was strongly positive, and the 
Wassermann reaction was negative. The Frei and Ito-Reenstierna intracutaneous reactions 
were negative. Spirochaeta pallida was not found on dark field examination of serum from the 
lesion. Giemsa-stained smears of tissue from the lesion revealed many large mononuclear cells 
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with inclusion bodies interpreted to be Donovan bodies. There were 4.6 mg. of albumin and 
27 mg. of globulin per hundred cubic centimeters of blood serum. The albumin-globulin ratio 
as 1: 67. 

Me isto examination of a section through the edge of the ulcer showed in one area the 
normal epidermis of a Negro. Adjacent to this there was the sudden appearance of a severe 
irregular acanthosis. On the surface and in the epidermis of this area of acanthosis there were 
several superficial abscesses. The dermal papillae were elongated and edematous. The tips 
of the papillae were invaded by an acute inflammatory infiltrate. Deep in the papillae and 
extending throughout the dermis and subcutaneous tissue there was a dense infiltrate con- 
sisting largely of plasma cells and a few epithelioid cells. The infiltrate was arranged in bands 
in some areas and periappendageal throughout the section. 


DISCUSSION 


Dr. H. N. Core: Dr. Harry Robinson has been doing a great deal of surgical work in the 
treatment of granuloma inguinale. Unfortunately, this lesion is not in a location that is 
favorable for surgical removal. We have had patients with granuloma inguinale in such a 
site that surgeons have been able to remove the area, going widely around it and bringing the 
edges together, with no recurrences. In this location I think the outlook is pretty bad, for, 
frankly, | am not happy about the results of fuadin therapy. Patients get partial remissions, but 
the disease recurs. 

Dr. J. R. Driver: I realize that the location is not ideal for excision of the granuloma, but 
knowing the ultimate history of these lesions, particularly in a location like this, where there 
might be spread into the anus, with serious complications, it would seem to me that surgical 
removal of this lesion should be seriously considered even if skin grafting is necessary. 


Adiponecrosis Neonatorum. Presented by Dr. E. B. Hetser and Dr. Max E. Krause. 


H., a Negro boy aged 8 days, presented from the department of dermatology and syphilology, 
Cleveland City Hospital, was referred from the pediatric service because of the development of 
“hard places” in the skin. On the sixth day indurated areas were noticed on the extremities 
and trunk. The infant, one of eight children, was born at full term in frank breech presentation, 
and the labor was long and difficult. During the birth, considerable manual pressure was exerted 
on the trunk and extremities. The birth weight was 9 pounds 14 ounces (4,480 Gm.) Resuscita- 
tion was not necessary at birth. 

Examination reveals a rather well defined, irregular boardlike induration in the subcutaneous 
tissue of the entire back. There is no pitting and apparently no pain on pressure. The over- 
lying skin is smooth and deep bluish red and is attached firmly to the underlying tissues. There 
are similar sharply limited lesions over the deltoid muscles, hips and mons ptbis and around 
the umbilicus. Aside from the cutaneous lesions, the baby appears to be healthy and normal. 

When a specimen was removed for biopsy, a turbid, straw-colored, fatty fluid escaped from 
the incision. 

Histologic examination of tissue from the left shoulder revealed a mild hyperkeratosis of the 
epidermis. The dermis was essentially normal. The subcutaneous tissue showed a widespread 
necrosis of the fat cells and a mild infiltration into the septums between the fat lobules. The fat 
cells were filled with numerous needle-like, fan-shaped, basophilic crystals. The infiltrate 
consisted of a few neutrophils and a few mononuclear cells with small, dark nuclei and foamy 
cytoplasm. In the septums there were also dilatation of the blood vessels and fresh hemorrhage. 


DISCUSSION 


Dr. H. N. Cote: My associates and I have seen several newborn babies with this condition 
at the Babies and Childrens Hospital. This is the second one we have had at City Hospital. The 
clinical picture is characteristic and develops within a few days after birth. Apparently the 
indurated areas are due entirely to trauma as a result of slapping in resuscitation; they occur in 
unusually large babies at whose birth there has been a difficult labor resulting in trauma. In our 
experience the disease regresses spontaneously after a number of weeks or a few months. 

Dr. H. A. Haynes Jr., Akron, Ohio: I should like to ask if anybody has ever seen a case 
of this condition that did not terminate favorably. 

Dr. E. B. Hetset: I only know that in each of the 5 cases reported by Dr. Howard Fox 
(Arcu. Dermat. & SypH. 27:23 [Feb.] 1933) the condition cleared within approximately two 
or three months without any therapy. 
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Multiple Cutaneous Leiomyoma. Presented by Dr. E. J. Arpay. 


M. W., a white man aged 36 years, states that an eruption on his skin appeared about tey 
years ago. At first there were only a few lesions on the right shoulder, but two or three months 
ago several new ones appeared on the back, arms, shoulders and buttocks. The lesions begin 
as small papules which enlarge gradually and are slightly tender to touch. One lesion in the 
center of the back has become pedunculated, but the rest of them are only slightly elevated aboye 
the level of the skin. 

About the shoulders, on the back and on the upper half of the buttocks are small whitis) 
or faintly pink slightly elevated papules, varying in diameter from 4 to 8 mm. They are firm 
the touch and movable over the subcutaneous tissues but firmly attached to the overlying 
epidermis. Similar scattered lesions are found on the chest and abdomen. In the center of the 
back is an elevated pedunculated bluish red lesion about 1 cm. in diameter. 

Serologic tests for syphilis were negative. 

Three biopsy specimens have been examined: one from an older lesion on the right shoulder 
one from a recent lesion on the back and one from the pedunculated lesion. All of them pre. 
sented the same histologic picture. 

Histologic examination showed a thin epidermis with an overlying thin layer of kerato- 
hyaline material. In the corium there were areas of interlacing bundles of pink-staining fibrillar 
tissue containing long, spindle-shaped, rather dark-staining nuclei. Van Gieson’s stain did not 
reveal the presence of collagen within these areas. 


DISCUSSION 


Dr. H. N. Core: I believe I have never seen a leiomyoma in any of the locations mentioned, 
Practically all that I have seen were on the face or the arms. And, too, these were not quite 
as painful as the ones I have seen, but I certainly agree with the diagnosis. 


Dr. E. J. Arpay: Unfortunately, the most interesting lesion is not shown. That was a 
papillomatous pedunculated lesion in the middle of the back. I did not think it was of the same 
type as the rest of the lesions. However, the biopsy showed it to be the same. 

This lesion was the most painful on pressure. It was the largest one and was more 
yellowish than the rest of the lesions. The others are not particularly tender to the touch. 

In an article published several years ago (Am. J. Cancer 29:435 [March] 1937). Dr. A. P. 
Stout reviewed some 15 cases that he had observed. The condition is rather common, according 
to the article. He stated that roentgen treatment has been reported to be beneficial. 


A Case for Diagnosis. (Pemphigus Vulgaris? Dermatitis Herpetiformis?). Presented 
by Dr. E. B, Hetset and Dr. Max E. Krause. 


J. M., a whtte man of English extraction aged 45 years, presented from the department o/ 
dermatology and syphilology, Cleveland City Hospital, complains of a generalized pruritic 
eruption of three months’ duration. There is no history of the ingestion of drugs or of recent 
infections. 

There is a generalized fairly symmetric eruption. The palms, soles and cubital fossae are 
exempt. The primary lesion is a small vesicle which arises on normal skin and soon enlarges 
into a flaccid bulla, up to 1.5 cm. in size. The bullae contain thin, clear, serous fluid. These 
rupture and leave an erythematous denuded surface that soon becomes crusted. The Nikolsky 
sign is present. The mucous membranes are free of lesions. The ankles and feet are edematous; 
other physical conditions are normal. 

The urine was normal. There were 4,020,000 erythrocytes and 10,600 leukocytes per cubic 
millimeter, with a differential count of 76 per cent neutrophils, 17 per cent lymphocytes, 4 per 
cent monocytes, 1 per cent basophils and 1 per cent eosinophils. Serologic tests for syphilis 
gave moderately positive reactions. Chemical examination of the blood showed 5.2 mg. of total 
protein, 2.8 mg. of albumin and 2.5 mg. of globulin per hundred cubic centimeters of blood serum. 
The concentrations of other constitutents were found to be normal. A roentgenogram of the 
chest showed no abnormal pulmonary changes. 

Histologic examination of a section of an intact bulla revealed slight hyperkeratosis. The 
epithelium was not hyperplastic. At one place there was a bulla which formed within the epi- 
dermis. The superficial one or two layers of cells were lifted away from the deeper layers 
of the epidermis. At several places throughout the section there were small intraepiderma! 
vesicles. There was a mild hyperemia of the corium with a mild perivascular round cell 
infiltrate. The coil glands were normal. 

Local medication has consisted of débridement, bathing in a 1: 10,000 solution of potassium 
permanganate and application of sulfathiazole powder. Systemic treatment has consisted ol 
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administration of 6 Gm. of sulfadiazine daily for twenty days, producing a level of 4.6 mg. of 
the drug per hundred cubic centimeters of blood. Two transfusions of whole blood of 250 cc. 
each were given. After use of this medication the bullae, together with the Nikolsky sign, 
disappeared. The skin is covered with coalescing flat scaly plaques making serpiginous and 
annular configurations over the surface of the skin. The pruritus has increased, and the tops of 
the small vesicles have been removed, largely by rubbing. 


DISCUSSION 


Dr. J. A. GAMMEL: From what I saw today I feel more inclined to make a diagnosis of 
dermatitis herpetiformis. To me the distribution is rather typical, or at least strongly sug- 
gestive, of dermatitis herpetiformis and not of pemphigus. 

Dr. J. R. Driver: Before treatment was started, I believe the patient had typical pemphigus. 
The Nikolsky sign was so evident that one could take an area of normal skin and slip it right 
of. After treatment with sulfadiazine the Nikolsky sign disappeared, and the large bullous 
lesions previously present have not continued to develop. 

This patient has never had the amount of itching that one sees with extensive dermatitis 
herpetiformis. He had at one time a little discomfort, and now there seems to be a certain 
amount of itching associated with the lesions. There is not the residual pigmentation one would 
§ expect with a dermatitis herpetiformis. I believe this is an example of pemphigus showing a 
partial remission due to sulfadiazine therapy. 

Dr. R. E. Barney: We have all seen and discussed this type of case before. It is usually 
necessary to follow a particular patient for some time before a definite diagnosis can be made. 
The low count of eosinophils is against dermatitis herpetiformis. Dr. Driver also stated that 
when the patient was first observed he had a typical Nikolsky sign, which would suggest 
pemphigus. 

Dr. E. B. Hetset: I should like to comment that the greatest improvement came immediately 
after the blood transfusion, even though the patient had had sulfadiazine for approximately 
fourteen days prior to that time. 


A Case for Diagnosis (Lichen Sclerosus et Atrophicus?). Presented by Dr. Joun A. 


GAMMEL, 


A. B., a widow aged 55 years, four years ago noticed a whitish spot on the upper inner 
quadrant of the left breast. It enlarged gradually, and about six months ago a similar lesion 
developed on the apposed surface of the right breast. When I first saw her, in June 1942, 
there was a 3 by 5.5 cm., well defined, dry, somewhat scaly erythematous lesion on the left 
breast. A similar but smaller lesion was on the corresponding site of the right breast. On the 
lower half of each pendulous breast were a number of oval or round, bluish white, atrophic, 
slightly scaly lesions 2 to 3 mm. in diameter, with sharply defined borders. The larger 
erythematous lesion was pruritic and caused some pain. Roentgen therapy for a total dose of 
200 roentgens (r) was administered, and then the patient disappeared from observation. 

On her return, in October, an additional 400 r was administered in divided doses. The 
lesion on the right breast underwent involution, leaving atrophy. During the past week the 
pain in the left breast has disappeared. The larger lesion is now lighter in color; the epidermis 
| is thin, and it wrinkles easily. 

Histologic examination of a lesion showed the epidermis to be atrophic. The rete was only 
five or six cell layers in thickness. The rete pegs were absent. The cells of the basal layer 
contained no pigment and were cuboidal. The granular layer was normal. The stratum 
corneum was thicker than usual and loosely attached. The upper portion of the corium was 
stained a homogeneous light pink, while the connective tissue appeared normal. In the middle 
portion of the corium was a moderately dense infiltrate of lymphocytes primarily located 
around small vessels or lymph spaces. In addition, there were a moderate number of plasma 
cells and a few multinucleated giant cells, the nuclei of which were pale and foamy and con- 
tained coarse granules. There were no sweat or sebaceous glands in the sections. 


DISCUSSION 


Dr. H. J. Parkuurst, Toledo, Ohio: I felt that the appearance of these patches was 
suggestive of lichen sclerosus atrophicus. 

Dr. H. N. Core: All of these lesions had a central plug in them such as one sees in 
atrophic lichen planus, and this is the location, over the breasts or clavicles, where one usually 
encounters that eruption. I think lichen planus occurs more often in women than in men, 
and | believe these lesions would correspond better to that disease than to morphea. 
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Dr. H. G. Misky1an: I have never seen a patient with morphea who had the scales ang 
redness that this patient has on the left breast. The lesions are definitely porcelain-like. The 
fact that there were no lesions of lichen planus before does not rule out the diagnosis of liche, 
sclerosus atrophicus of Hallopeau. 

Dr. E. W. NetHerton: The histologic picture is that of lichen sclerosus et atrophicys, 
This was described recently in an excellent article by H. Montgomery and W. R. Hill (Arcy. 
Dermat. & Sypu. 42:755 [Nov.] 1940). The sections in this case show, along with other 
characteristics, the homogenization of the connective tissues in the upper portion of the cutis 
which was described by these authors. 


Neurogenic Arthropathy of the Left Knee and Ankle; Gumma of the Left Ankle. 
Juxta-Articular Nodules Due to Syphilis; Atrophic Arthritis. Presented by D, 
EvuGENE J. ARDAY. 


T. S., a white woman aged 45 years, complains of sores about the left ankle. About two 
and a half years ago a solitary red nodule appeared just above the left ankle; it broke down 
but eventually healed, leaving a pigmented scar. In the meantime several other similar 
lesions appeared on both the external and the internal aspect of the same ankle; they became 
swollen and red but remained painless. These lesions became confluent, and ulceration sur- 
rounding the entire ankle developed. The patient has been suffering with a deforming arthritis 
of the hands, the elbows, the right shoulder, both knees and both ankles for the last thirty 
years. She became disabled four years ago and has been walking with the aid of crutches for 
the last two years. About four years ago nodules appeared just below the left elbow. The 
right knee began to swell about a year ago. Her family physician performed serologic tests 
for syphilis when the ulcers refused to heal, but all of them elicited negative reactions. 

She has one apparently normal son, aged 18 years. There was an induced abortion six 
years ago. All her teeth were extracted eight years ago. She states that the shape of her 
teeth was normal. 

The left knee and left ankle are swollen to twice normal size. There is a large gummatous 
infiltrated ulceration about the left ankle, which is most severe over the malleoli. There is no 
increased mobility of the ankle joint, but there is increased lateral mobility of the knee joint. 
There is a group of four walnut-sized, movable, subcutaneous nodules in the vicinity of the 
left elbow. The pupils are unequal, but react to light and in accommodation. The eye- 
grounds are normal. All the reflexes are sluggish, but this may be due to contractures. 
Serologic reactions of the blood for syphilis were negative. The knee jerk is absent on both 
sides. The Romberg sign is absent. 

Roentgenograms were taken of the left ankle and left knee; anteroposterior and lateral 
views of the left ankle, including the distal third of the tibia and fibula and all of the tarsal 
bones, showed an evenness in density of the bone, with some osteoporosis and increased longi- 
tudinal trabeculation. There was a thinning out of the cortex and some variations in the 
width of the lower portion of the tibia and fibula and irregularities in outline due to periosteal 
new bone deposited along the lower head and neck of the tibia and along the distal shaft and 
head of the fibula. There was some variation in density due to atrophy. The ankle joint 
space was narrow, measuring only about 1 to 2 mm. in width, with new bone deposits ante- 
riorly and posteriorly which had broadened the joint. There were variations in density of 
the soft tissues about the joint, but there were no calcium deposits in the tissues. 

Anteroposterior and lateral views of the left knee showed essentially the same conditions. 
There was the same loss in joint space with the joint plate intact and with the same atrophic 
changes in the femur and the tibia. In addition to this there was some desruction of bone as 
shown by punched-out areas along the medial and lateral edges of the head of the tibia. No 
calcium deposits could be identified in the soft tissues. All these changes were primarily those 
of atrophy of joints with loss of cartilage and the resulting osseous changes. 

The following conclusions were drawn from the roentgenograms: There are some hyper- 
trophic changes about the ankle, which are not unusual in atrophic arthritis. The punched- 
out destructions along the border of the joints, as seen in the knee, suggest a gouty arthritis. 
There is not enough atrophy or destruction of bone to justify a diagnosis of tuberculosis. 
Syphilis is suggested by periosteal new bone formation. Thus there may be an associated 
syphilis in addition to the arthritic changes. The picture is not typical of Charcot’s joint. 

The patient received three intravenous injections of mapharsen of 40 mg. each at weekly 
intervals, with dramatic improvement in the ulcerative process. The juxta-articular nodules 
near the left elbow have decreased in size. 
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DISCUSSION 


Dr. H. N. Core: I thought this was a rather remarkable case. I agree with the diagnosis 
of neurogenic arthropathy due to syphilis. 

The patient also has an ulceroserpiginous syphiloderm. She has one of the most striking 
examples of subcutaneous fibroid nodules that I have seen in connection with syphilis. Of 
course, it is common for old tabetic patients like this to have negative serologic reactions. 
I saw no report of an examination of the spinal fluid. 

Dr. E. J. Arpay: I have not performed a lumbar puncture for the simple reason that the 
patient could not bend her back much and the spinous process would be in the way of the 
needle. I am convinced, however, that she has tabes dorsalis. 

Dr. J. R. Driver: The pupils are not fixed. 

Dr. E. J. Arpay: No, they are not fixed, but they are unequal. The deep periarticular 
nodes have regressed under arsenical therapy, but the ones closest to the surface have not 
responded. I do not think these are rheumatic nodules. 

Dr. E. W. NETHERTON: This woman has severe rheumatoid arthritis. It is difficult to 
distinguish between rheumatic nodules and juxta-articular nodules of syphilis solely on the 
clinical appearance of the lesions. I should suggest that one of the nodules on the elbow be 
excised and examined to see if it presents the picture seen in rheumatoid nodules. 

Dr. E. J. Anpay: This patient is cooperative, and I may be able to do that. She had many 
physicians before coming to me, and all of them suspected that she had syphilis, but none of 
them had suspected it enough to give treatment. 

Dr. E. W. NetHerton: Are you sure that the nodules on the elbow have responded to 
treatment ? 

Dr. E. J. Anpay: I am sure that they have. 
Dr. E. W. NETHERTON: I think some of them are rheumatic nodules. 


Tertiary Syphilis; Arthropathy of the Hands and Wrists with Multiple Areas of 
Cystic Degeneration of the Bone. Presented by Dr. E. B. Herser and Dr. Max E. 
KRAUSE. 

R. B., a Negro woman aged 37 years, presented from the department of dermatology and 
syphilology, Cleveland City Hospital, states that she was well until about April 1941, when 
she began having pain and swelling in her hands and fingers. Occasionally there was pain in 
the right ankle, right knee and both wrists. She states that she received a short course of 
antisyphilitic therapy in 1928. Therapy was started again in July 1941 and seemed to be 
followed by definite improvement in the first few months, but despite adequate regular therapy 
from July 1941 to the present time there is still involvement of the fingers, wrists and right ankle. 

At the present time there is an enlargement of the wrists, of the first, second and third 
metacarpophalangeal joints and of all the proximal phalangeal joints of both hands. To the 
touch they give the impression of containing fluid under pressure. The right second, third and 
fifth phalangeal joints and the left first distal phalangeal joint show a nodelike deformity with- 
out swelling. The right knee and ankle are swollen. There is at present no pain or tenderness 
in any of the joints. Physical conditions other than these are normal. 

Serologic reactions of the blood for syphilis showed a strongly positive Kline reaction and 
a negative Wassermann reaction. The cerebrospinal fluid was normal. Chemical analysis of 
the blood showed 7.4 mg. of total proteins, 3.5 mg. of albumin and 3.9 mg. of globulin per 
hundred cubic centimeters of blood serum, the other constituents being normal. An intra- 
cutaneous test with 0.1 cc. of old tuberculin in a 1: 1,000 dilution gave a strongly positive 
reaction. Roentgenograms made in June 1941 showed numerous cystic areas at the ends of 
the metacarpal bones of both hands and no pathologic changes in the lungs or mediastinum. 
Further studies in February 1942 showed the lesions in the bones to be healing and definitely 
smaller. Roentgenograms taken in October 1942 showed decided improvement in the bones of 
the hands and wrists. There were no changes in the lungs or in the bones of the right ankle. 

Therapy has consisted of thirty intravenous injections of mapharsen and thirty-eight intra- 
muscular injections of bismuth subsalicylate. 


DISCUSSION 
Dr. H. A. Haynes Jr., Akron, Ohio: I should be interested to know whether there is any 
other evidence that would substantiate a diagnosis of sarcoidosis. 
Dr. E. B. Hetser: There was no evidence of sarcoidosis in the roentgenogram of her 
chest. She has never had any cutaneous lesions, and the intracutaneous reaction to tuberculin 
was strongly positive. 
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Dr. H. N. Cote: I wonder whether the picture one sees in these hands is due to acquire 
syphilis? One sees a picture something like this in connection with congenital syphilis, py 
I have never seen anything like it in acquired syphilis. I was wondering if this might be some 
type of arthritis. Has the sedimentation rate ever been determined ? 

Dr. E. B. Hetset: There has been definite improvement under antisyphilitic therapy. 

Dr. E. J. Arpay: It is an interesting coincidence that this patient was presented at the 
same time as my patient with the large gumma of the ankle. My patient presents the same 
cystic degeneration of the calcaneus bone, which is about the same size and has about the 
same amount of degeneration. 

Dr. H. N. Core: Another point about this patient is that she does not have tabes. She 
has, apparently, latent syphilis. 

Dr. E. B. Hetset: We do not know the date of the onset of this patient’s syphilis, but we 
do know that she had antisyphilitic treatment in 1928 and that at the present time there are nm 
stigmas of congenital syphilis. 

Dr. H. N. Core: What do the roentgenologists say about these changes? Are they due 
to arthritis? 

Dr. E. B. Hetset: They thought at first that the condition was sarcoidosis. 

Dr. R. IE. BARNEY: Sometimes one sees changes such as these in von Recklinghausen’s 
disease. Can a person have a change in the bone without cutaneous lesions? This may be 
von Recklinghausen’s disease. 

Dr. E. B. Hetset: Dr. Solomon, head of the arthritis clinic, saw this patient several 
times. It was his first impression that the disease was sarcoidosis, but after antisyphilitic 
therapy caused improvement he felt the lesions were probably syphilitic. 

Dr. H. A. Haynes Jr., Akron, Ohio: A positive reaction to tuberculin would not, in my 
opinion, rule out sarcoidosis. Furthermore, some evidence has been presented recently that 
sarcoidosis may be due to a filtrable virus and not have anything to do with tuberculosis. 


Gumma of the Upper Lip, Lower Right Eyelid and Hard Palate. Presented by Dr. 
E. B. Hetset and Dr. Max E. Krause. 

J. R., a white man aged 62 years, presented from the department of dermatology and 
syphilology, Cleveland City Hospital, complains of a progressive painless enlargement of the 
upper lip and the right lower eyelid of seven weeks’ duration. He was first seen in January 
1941, at which time a perforated nasal septum and a positive serologic reaction of the blood 
for syphilis were found. He did not come under observation again until October 1942. 

There is a diffusely enlarged, firm and elastic, slightly everted upper lip, which is about 
twice its normal size. Extending past the vermilion border onto the skin there is a dark 
red nodular eruption with a raised.serpiginous border. The mucous membrane of the lip is 
fissured and superficially ulcerated. The cartilaginous portion of the nasal septum is destroyed. 
The palate is not clinically involved. There is also a diffuse nonpainful enlargement of the 
right lower eyelid, with an accompanying subacute conjunctivitis. The neurologic and cardio- 
vascular systems are normal. 

The hemogram and urine were normal. Serologic reactions of the blood for syphilis were 
strongly positive. The cerebrospinal fluid was normal. Roentgenograms of the skull revealed 
a destructive process involving the anteromedial portion of the hard palate. 

Histologic examination of a section taken from the mucous membrane of the upper lip 
showed several superficial ulcerations of the epidermis. In some areas the rete pegs were 
broad and deep and in others normal. In several areas the basal layer ‘was broken through 
by an infiltrate consisting largely of lymphocytes. The dermal papillae were edematous. 
Throughout the entire dermis and deeper muscular tissue there was edema and an increase in 
number and dilatation of the blood vessels. This area was also the site of a severe round cell 
infiltrate consisting chiefly of plasma cells and lymphocytes. The infiltrate showed a tendency 
to be perivascular. There was no endarteritis. Special stains for acid-fast organisms and 
for Spirochaeta pallida did not reveal the presence of these organisms. 


DISCUSSION 


Dr. E. W. NetHertTon: I thought this was a true gumma of the upper lip. In the cases 
I have been interested in the lesions usually involve the lower lip and are soft, edematous and 
smooth. No infiltration can be detected on palpation of the edematous lip. In this case there 
is a true late cutaneous syphilid involving the lip and the hard palate. The nasal septum has 
been partially destroyed. As for the eyelid, I was not sure whether that was involved in the 
same destructive process. 
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Jan. 28, 1943 


A Case for Diagnosis (Favus of the Glabrous Skin and Mucous Membranes? 
Moniliasis of the Skin and Mucous Membranes?). Presented by Dr. G. M. Stroup 
and Dr. W. R. Huster, Cleveland, Ohio, and Dr. C. B. Norris, Youngstown, Ohio. 
}. D., a man aged 23, presented from the department of dermatology and syphilology, 

University Hospitals, complains of an extensive eruption of six months’ duration. In Jan- 


Fig. 1.—A case for diagnosis (favus of the glabrous skin and mucous membranes? Moniliasis 
of the skin and mucous membranes?). 


uary 1940 he noticed a red scaly eruption in the genitocrural region which has persisted. 
He feels well and has no appreciable cutaneous discomfort. Moderate improvement resulted 
from roentgen therapy administered recently by Dr. Norris. 

Since a tonsillectomy performed in 1926, the patient has had a whitish discoloration of 
his tongue, lips and oral mucosa which disappeared in 1941, after the application of gentian 
violet, but recurred when the treatment was stopped. In 1939, while at a Civilian Conser- 
vation Corps camp, he had a large pigmented scaly area on his abdomen which disappeared 
spontaneously in six months. Two months ago he had herpes zoster over the right fourth 
cervical dermatome. 

A general physical examination reveals no abnormalities at the present time. The erup- 
tion consists chiefly of sharply defined raised dull red scaly patches with polycyclic borders. 
The individual patches are from 1 to 10 cm. in diameter. On the face, on the upper portion 
of the back, in the crural folds and on the buttocks, the lesions are confluent. Many of 
them are annular with raised active borders resembling dermatophytosis. In some lesions 
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there is marginal clearing, but sometimes the clearing occurs centrally. There are heay 
buff-colored crusts on the crural and on the genital lesions. The lesions on the buttock 
and those on the hands and feet are psoriasiform in appearance. There is some maceration 
in the groins and between the fingers and toes. Most of the finger nails and toe nails are 
thickened, ridged, chalky and friable. The scalp is uninvolved. The angles of the mou) 
are macerated, and the buccal mucosa is covered with flaky white exudate. The tongy 
shows atrophy of the papillae at the margins and centrally presents a smooth whitish appear. 
ance. There is a similar change in the mucous membrane of the anus. A mousy odor like 
that present in favus is noted. 

Many coccoid bacilli were found on microscopic examination of the urine. The hemogran 
was normal, and the Kline reaction was negative. Roentgenograms of the hands and of the 
thorax revealed no abnormalities. Reactions to intradermal tests with a 1:10 dilution o 
tricophytin and a 1: 100 dilution of oidomycin antigen were negative after twenty-four hours 

Microscopic examination of scrapings from the border of the lesion on the back treated 
with sodium hydroxide showed branching hyphae of varying widths, which in some places 
suggested the “chandelier type.” There were spores in clusters terminally and also inter 
calary spores. ‘There was no staining with methylene blue after four hours. After fou 
days only monilia organisms have been grown on culture. 

Histologic examination of a lesion on the left buttock showed hyperkeratosis, parakers- 
tosis and acanthosis. In the superficial layers of the epidermis there were hyphae and spore: 
similar in appearance to those described in the sodium hydroxide preparation. Vacuoles and 
clumps of pigment were sparsely present in the papillary portion of the corium. There was 
a slight mononuclear and polymorphonuclear infiltrate around the blood vessels and _ hair 
follicles. 

DISCUSSION 


Dr. J. A. GAMMEL: It is necessary to wait before making a final diagnosis. The cu- 
tures which I saw were made in the office of Drs. Cole and Driver and at Lakeside Hospital 
They all showed monilia-like organisms. This morning I examined some smears of macer- 
ated scales from typical lesions, and they showed a rather striking picture. All dermatologist: 
have looked for mycelium in scales and have found here and there a few short hyphae, but 
in these scales there is an abundance of hyphae. There are a number of terminal as well 
as intercalary spores. There is much branching, which reminds me of Achorion quinckeanun 
and of other species of Achorion, but our cultures so far have shown only Monilia. I have 
seen the same microscopic picture of Monilia in the examination of sputum. I asked Dr. 
Stroud to stain one, and I have been told that it did not take the stain. Monilia stains 
readily, but hyphae of Achorion do not. This evidence points toward Achorion and not 
Monilia. The groups of spores are characteristic of Achorion quinckeanum and I believe if 
we implant a number of culture tubes they will show this organism. 

Dr. H. N. Core: This is a most interesting case. The disease may have been contracted 
while the patient was in a C. C. C. camp. As yet it is a little early to report definitely on 
the cultures, although the growth looks like Achorion quinckeanum. The odor from the areas, 
particularly over the buttocks, is characteristic of favus. While working in Sabouraud’s 
laboratory I saw a great deal of favus of the scalp and occasionally involvement of the skin, 
but I have never seen favus involving the mucous membrane. 

I looked up the subject of favus in a recent article by Beresina (Beresina, P. F.: Ein Fall 
von generalisiertem Favus mit Erkrankung der inneren Organe, Arch. f. Dermat. u. Syph 
171:590-592, 1935). He reviewed the literature and found that in 1884 Kundrat and Kapos 
had reported a case of favus of the intestinal mucosa. Krzysztalowicz had likewise had 4 
patient with favus at Cracow, Poland. Nobl reported on a 14 year old boy with myceliums in 
the feces. Hutchinson had a patient with favus of the tongue. Ambrosoli in 1927 reviewed 
293 cases, in 1 of which the organisms were found in the blood stream. Gluchowzews 
in 1927 reported a generalized favus involving the skin and internal organs; organisms 
were even found in decalcified bone. They were present in the liver, the lungs ané 
the spleen and in the sputum. Cumakow in 1928 had a patient with suppurating areas in lungs 
and cultures of the sputum contained achorions. Photinos in 1930 reported a case of favus 0! 
the tongue. 

The patient of Beresina was a 19 year old youth with an extensive eruption on the skit, 
enlarged lymph nodes and a history of mucoid diarrhea, the fecal odor being strong. The bo 
had been coughing and had expectorated. The skin showed local and generalized areas 0 
crusts and scutula. There were areas of atrophy with mother-of-pearl-like scars. The feces 
did not contain achorions. The patient died, and on histologic section achorions were found 
in the skin, nails and scalp and in the mucous membrane of the intestines. The spleen als 
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showed spores. In the large intestine there were round yellowish areas in which the structure 
was destroyed down to the submucosa. 

Dr. E. W. NETHERTON: Does favus spread as rapidly as it has in this case? Many of the 
patients we have seen have had the disease limited to the scalp. 

Dr. H. N. Core: In the present case, the disease has been going on about four years. 

Dr. C. G. La Rocco: I wonder if this patient should not be isolated. 

Dr. H. N. Core: I think definitely that this man should be isolated from the public. 
Dr. Cummer has brought out the point that the disease may be hematogenous, and there 
have been cases reported in which it was. I think this young man has such an extensive 
infection that he probably has a pretty generalized involvement. I should not be surprised 
to find involvement of the lungs, spleen and other organs. If possible, he should be isolated. 
Some physicians might be glad to have the opportunity of having him isolated and under study. 

Dr. G. W. Binxtey: Cases of such fungous infections are reportable to local health 
authorities. I believe this patient would be quarantined by the Cleveland Health Department 
if he were a resident of Cleveland. 

Dr. E. C. Stern: I think the lesion on the buttocks has the characteristic mousy odor of 
Achorion quinckeanum. I saw similar lesions in Europe in 1920. 

Dr. G. W. BinKLEy: I think it would be well to stress that the glabrous skin is involved 
and the scalp is not. 

Dr. R. E. Barney: Apparently there is little scarring associated with this process. 
Usually when favus occurs on the scalp there is definite scarring. I saw some scars on the 
arms, but they had resulted from herpes zoster. 

Note.—Subsequent cultures have all revealed only Monilia. It is now the opinion of the 
physicians who have been following the case that the lesions are an example of extensive 
moniliasis of the skin and mucous membranes. 


Lichen Planus; Plastic Induration of the Penis (Peyronie’s Disease). Presented by 


Dr. EuGENE J. ARDAY. 


C. D. W., a white man aged 58 years, states that about July 1941 he noticed an itchy area 
in the middle of his back which subsequently increased in size and assumed a deep red color. 
Lately itchy areas appeared in the gluteal cleft and about the umbilicus. About three months 
ago he noticed a painless navy bean-sized hard lump in his penis which caused curving of the 
penis on erection. 

Examination shows an area of lichenified dermatitis 8 cm. in diameter over the first lumbar 
vertebra. It is irregular in outline, is studded with shiny flat papules along its somewhat 
elevated margin and is faintly scaly and atrophic in some areas. Similar papules are present 
at the upper margin of the natal folds and in the umbilicus. 

Palpation of the penis reveals a firm elongated saddle-shaped mass about 2 cm. wide and 
2.5 cm. long within the dorsal portion of the penis halfway between the os pubis and the glans. 
The skin over this mass is freely movable. 

Histologic examination of the lesion on the back showed small areas of hyperkeratosis 
and parakeratosis with areas of acanthosis and prickle cell metaplasia of the basal cell area. 
Underlying these changes of the epiderm, there was a thick zone of lymphocytic infiltration 
and edema which broadened the papillae and was sharply demarcated below. The basement 
membrane was indistinct in several areas. 

The Kline and Kahn reactions were negative. 


DISCUSSION 


Dr. H. N. Cote: Because of induration of the penis I think that a Frei test should be 
made, in view of numerous reports by May (May, J. [Montevideo]: Contribution a 1’éclair- 
cissement du probléme étiologique de l’induratio penis plastica, Ann. de dermat. et syph. 10:745- 
751, 1939). He seems to think that in all cases, these lesions are due to lymphogranuloma 
venereum. 

Dr. E. J. Arpay: A Frei test was not performed. Other physicians have mentioned to 
me that this may be lymphogranuloma venereum, although the disease is of recent origin. 
This is not supposed to be a dermatologic disease at all. It should be differentiated from 
syphilis, traumatic induration following injury, certain benign fibrous tumors and dorsal 
thromophlebitis. It was described by Peyronie in 1743. In 10 per cent of the cases there 
are cartilaginous and bony changes. The fibrous infiltration interferes with erection. This 
patient already has a 90 degree curve to the penis on erection. 


cul- 
pital, 
acer: 
gists 
but 
wel 
have 
tains 
ve if 
cted 
reas, 
skin, 
Fall ‘3 
yph 
pos! 
da 
wed 
zeus 
Sms 
and 
ngs 
of 
kin, 
boy 
: 
ces 
ind 


122 ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


The histologic picture is not that of lymphogranuloma venereum but rather that of a keloid, 
and good results have been reported from use of filtered roentgen rays. The chief reason that 
I presented the case was that I thought somebody might concur with the suggestion of using 
roentgen therapy. 


Drug-Resistant Late Secondary Syphilis.1 


F. G., a man aged 44 years, came to the clinic on Aug. 26, 1942. His chief symptoms were 
general malaise, pain in the long bones and an eruption of about two months’ duration. 

In the early part of June 1942 a penile ulcer developed. His physician told him that his 
“blood test was positive.” 

Therapy with neoarsphenamine was started, and after the fifth injection the eruption was 
noticed. Treatment was continued until the patient had received nine injections of the drug. 
During this time the cutaneous lesions enlarged and became more numerous. Treatmeat was 
then discontinued because his physician thought the eruption was caused by neoarsphenamine, 

In August 1942 there were large, flat, infiltrated, dull red, scaly, psoriasiform papules and 
plaques scattered over the trunk and extremities. There were corymbose lesions on the trunk, 
The Wassermann and Kahn reactions were strongly positive. A diagnosis of corymbose and 
psoriasiform drug-resistant syphilis was made. 

From August 27 to September 2 he received 1.1 Gm. of arsphenamine. The eruption began 
to disappear, and he returned home to continue treatment with his family physician. Since 
September 2 he has received thirty-three semiweekly injections of 0.06 Gm. of mapharsen and 
seven injections of a bismuth compound, After the twenty-eighth injection of mapharsen, 
which was received in the early part of December, he noticed a recurrence of papular lesions 
on the palms and feet. 

At present there are large flat dull red infiltrated scaly papules on the palms, sides of the 
feet, lower portion of the back and right arm. The lesion on the right arm closely simulates 
a papule of psoriasis. There is an adherent hyperkeratotic scale on the central portion of many 
of the palmar lesions. There is a small light red infiltrated papule on the glans penis. The 
mucous membranes are not involved. 

The Wassermann and Kahn reactions reported today were strongly positive. 


DISCUSSION 


Dr. H. N. Core: I was wondering whether fever therapy has been used for this patient 
or whether that would not be in order. 

Dr. E. W. NETHERTON: This patient has been urged to take fever therapy, but so far he 
has not consented to do so. I shall insist that he take it, and if he cooperates we shall use 
malaria. 

Dr. H. N. Cote: I should use the hypertherm or malaria. 


Dr. E. W. NetHerton: I had hoped to present another case of drug-resistant syphilis, 
but, unfortunately, the patient did not come. Such patients are always of interest from the 
standpoint of the reason for the resistance. The case of the patient who did not come this 
afternoon throws some light on this question. This man has a psoriasiform syphiloderm 
which has failed to respond to neoarsphenamine therapy. He and a friend were infected at 
the same time by the same woman. They consulted the same physician during the secondary 
stage of their disease. The friend responded satisfactorily to treatment which was given to 
both of the men. We have every reason to assume that they were infected by the same 
strain of spirochetes, because they were infected by the same woman. The treatment in the 
2 cases was identical, but the response to treatment was exactly opposite. It tends to show 
that the host is more important than the strain of spirochetes. 


Acute Disseminated Lupus Erythematosus. 


E. C., a machinist aged 53 years, came to the clinic on January 14 complaining of an 
eruption on the scalp, face and neck, on the upper portion of the chest and on the forearms and 
hands. For the past five years he has had pruritic red scaly plaques on his face. Sulfur oint- 
ment relieved the itching but failed to influence the eruption favorably. One month ago his 
physician instituted ultraviolet irradiation. After the third treatment the lesions on the face 
became more erythematous and began to enlarge, and new bright red papules and plaques have 
developed on the chest, on the extensor surfaces of the forearms and on the hands. 


1. This case and all of the following cases were presented by Dr. E. W. Netherton from 
the Cleveland Clinic Foundation Hospital. 
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There are large and well defined orbicular scaly plaques, edematous and bright red, 
involving the sides of the face, the ears and adjacent portions of the scalp and chest. There 
are stualler yet similar lesions on the sides of the neck and on the upper portion of the chest. 
There are smooth and slightly scaly erythematous papules and small rounded plaques on the 
extensor surfaces of the forearms and on the dorsal surfaces of the hands. The scales of the 
large plaques on the face are seborrheic; those on the smaller lesions are small, dry and 
adherent. The follicles are not dilated, and there are no follicular plugs. Diascopic examination 
of the lesions does not show foci of granulomatous deposit. The patient’s general condition 
has become progressively worse in the past two weeks. He presents the picture of a general 
toxemia. His temperature is 102.4 F. 

The Wassermann and Kahn reactions were negative. The hemogram showed 4,620,000 
erythrocytes and 2,800 leukocytes per cubic millimeter. The hemoglobin content was 78 per 
cent. The differential count showed 50 per cent polymorphonuclear neutrophils, 28 per cent 
lymphocytes, 2 per cent eosinophils and 20 per cent monocytes. The urinalysis showed a 
heavy trace of albumin, 2 to 4 plus cells per field and a few casts. 

Histologic examination of a section from the edge of a chronic lesion showed hyperkeratosis, 
particularly about the pilosebaceous openings. Some of the follicles contained hyperkeratotic 
plugs. The granular layer consisted of one to two layers of cells. There was some inter- 
cellular and intracellular edema in the rete mucosa. There were areas of liquefying necrosis 
in the basal layer. There was decided edema in the papillary and subpapillary layers of the 
corium. The capillaries and arterioles were dilated and surrounded by a lymphocytic infiltra- 
tion. There was a fairly intense lymphocytic infiltration around some of the pilosebaceous 
follicles. Basophilic degeneration of the collagen was present in numerous areas of the upper 
portion of the corium. 


DISCUSSION 


Dr. C. L. CuMMER: Some of the spots suggested ruptured bullae, particularly around the 
back of the neck. Do you think that the eruption could be the Senear-Usher syndrome? 

Dr. E. W. NetHerton: When [I first saw this patient he did not have crusted lesions 
or bullae. Unfortunately, I did not have the opportunity of observing him again before 
presenting him this afternoon. I think that he has had bullous lesions which developed after 
the last observation. I think that the biopsy specimen, which was taken from one of the more 
chronic plaques, showed changes characteristic of lupus erythematosus. This patient demon- 
strates what may happen when the lesions of chronic lupus erythematosus are subjected to 
ultraviolet irradiation. 

Dr. G. W. BinkKtey: I recall the case of a man with acute disseminated lupus erythema- 
tosus whom Dr. Stroud photographed. The man was exposed to photoflood lights for five 
minutes, and there were enough ultraviolet rays emitted to produce bullous lesions on the upper 
portion of the chest. I think that recent ultraviolet therapy would account for the bullae 
seen today. 


Localized Myxedema. 
D. A., a dredge operator aged 60 years, came to the clinic on Nov. 19, 1941. 


His illness 
dated back to the fall of 1940, at which time he submitted to a subtotal thyroidectomy for the 


relief of nervousness, fatigue, loss of weight and palpitation. There was mild exophthalmos, 
and he was told that his basal metabolic rate was elevated. He obtained relief from these 
symptoms and was able to return to work. 

The chief complaint in November 1941 was swelling of the eyes which had started six months 
previously, shortly after he had worked in a swamp in which many cattails (Typha latifolia) 
were growing. On the patient’s admission to the clinic there were bilateral exophthalmos, 
edema of the eyelids and conjunctivitis. He had noticed that he tired easily, but his chief 
concern was regarding his eyes. The conjunctivitis responded satisfactorily to treatment, 
but the exophthalmos and weakness continued to increase. The ophthalmologist of the clinic, 
Dr. Ruedemann, made a diagnosis of malignant exophthalmos, and because of loss of sight 
in the left eye and diminishing vision in the right eye the neurosurgeon of the clinic, Dr. 
Gardner, performed a frontal decompression and cauterized the anterior lobe of the pituitary 
gland. Since then the patient has experienced relapses and exacerbations of a syndrome of 
pituitary failure, characterized by weakness, anorexia, nausea, vomiting, some epigastric pain, 
low blood pressure, impotence, excessive thirst and edema of the legs. This patient has been 
thoroughly studied by the endocrinologist, Dr. McCullagh, over a period of two years. 
Laboratory and clinical observations indicated that he has a pluriglandular dysfunction. Bio- 
chemical assays indicated that he has hypofunction of the pituitary and adrenal glands as well 
as a disturbed function of the thyroid gland. 
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The eruption for which this patient is presented began in August 1942. He first noticed 
that the skin on the anterior surface of the left leg was turning brown. About a week later 
a similar discoloration was observed on the right leg. There were no subjective symptoms, 
The disease has gradually progressed. 

There is a large roughly oval light brownish red scaly plaque involving the pretibial surface 
of the middle third of each leg. The plaques are thickened, are of doughy consistency, do not 
pit on pressure and do not have sharply demarcated margins. The surface of the lesion op 
the left leg is studded with small smooth light red soft jelly-like papules. Both plaques 
contain numerous small round brownish red foci which simulate the appearance of a tubercle 
when observed on diascopic examination. 

Examination of the protein constituents of the blood serum by the Tesalius method showed 
the albumin to be greatly below normal, and the globulin to be much above normal. The 
fibrinogen content was elevated. The amino acid tolerance test showed that the return to normal 
was delayed. 

A punch biopsy was performed. Thereafter a clear viscid liquid oozed from the margin 
of the wound. The histologic examination showed a high degree of atrophy of the epidermis, 
The basal cell layer was intact, and the rete mucosa consisted of from two to four layers 
of cells. The granular layer was absent, and there was a thin layer of hyperkeratosis on 
the surface of the skin. Most of the interpapillary pegs were obliterated. A few remaining 
pegs consisted of only a strand of cells. The whole of the corium was involved by a 
myxomatous degeneration. This was most evident in the papillary and subpapillary layers, 
where there were numerous small irregular spaces of a pink-staining homogeneous substance 
in interspaces between small fibrils. Deeper in the corium there were fragmentation and 
separation of the collagen tissue. Blood vessels were not numerous. Those that were present 
were dilated and surrounded by a sparse lymphocytic infiltration. 


Localized Myxedema. 

N. G., a married woman aged 42 years, came to the clinic on Sept. 14, 1942 complaining of 
weakness, chronic fatigue, pounding of her heart, nervousness, dyspnea and intermittent edema 
of the ankles of seven months’ duration. 
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A normal amino acid tolerance curve and the curve of patient N. G. 


Physical examination showed a staring expression, with lid lag and exophthalmos. The 
thyroid gland was large and nodular, and a bruit was present. The liver was considerably 
enlarged. The pulse rate during rest in bed varied from 90 to 110 beats per minute, and the 
blood pressure was 120 mm. of mercury systolic and 60 diastolic. There was some pitting 
edema of the ankles. The basal metabolic rate was +51 per cent. The hemogram showed 4 
mild secondary anemia. The Wassermann and Kahn reactions of the blood were negative. 

A diagnosis of hyperthyroidism was made, and a thyroidectomy was performed by Dr. 
Robert Dinsmore on September 28; the patient was discharged from the hospital on October 4. 
Within a month she had gained 33 pounds (25 Kg.) and felt well but had some edema of the 
ankles. 

On Jan. 19, 1943 she returned, mainly because of swelling of the lower portions of the legs. 
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There is a diffuse, nonpitting, tawny edema on the pretibial and lateral surfaces of the 
lower two thirds of each leg. The posterior surfaces are involved to a lesser degree. There 
fare slight irregularities or nodulations on the lateral surface of the left leg. Dimpling about 
the follicles gives the involved skin an appearance suggestive of pigskin. 

The amino acid tolerance test performed on Sept. 23, 1942 gave the following results: 
The total protein content of the blood plasma was 5.84 per cent. The fasting content was 
70 mg. of amino nitrogen per hundred cubic centimeters of blood. Fifteen grams of amigen 
(a dried enzymic digest of purified casein and pork pancreas containing amino acids and poly- 
peptides; the total nitrogen content is 12 per cent and the amino nitrogen content 7.4 per cent; 
it is made by Mead Johnson and Company) was then given orally. After one, two, three and 
four hours respectively, the following values were obtained: 10.4, 10.8, 10.2 and 9.1 mg. of amino 
nitrogen per hundred cubic centimeters of blood. 

The time for return to normal is obviously much prolonged, as the level of amino nitrogen 
at four hours is still well above the fasting level. The fasting value is elevated. Normal 
values range from 4 to 6 mg. of amino nitrogen per hundred cubic centimeters of blood. 


DISCUSSION ON CASES OF LOCALIZED MYXEDEMA 

Dr. E. J. Arpay: The woman says she had her basal metabolic rate estimated last week. 
What was it, and what is the rate for the man today? 

Dr. E. W. NeTHERTON: The man’s basal metabolic rate is normal. The woman's rate 
was normal a month or two ago. 

Dr. R. E. Barney: I was wondering whether at the beginning of the eruption this 
man showed the same picture that he presents now. Or did you see him at that time? Could 
this be considered a more advanced phase of the same process that is present in the woman, 
a more pronounced mucoid degeneration? You have not made a biopsy for the woman, but 
you have studied similar cutaneous processes; I was wondering whether there was a difference 
in the biopsy specimens indicating a more advanced stage in the man. 

Dr. E. W. NetHerton: The histologic picture is the same as in the usual form of localized 
myxedema, such as is shown by the woman. Fundamentally, the changes are the same in the 
2 cases. The woman’s condition is more of the type commonly seen in localized myxedema. 
The myxomatous degeneration is greater in the man. There are more fragmentation of the 
collagen and a more abundant mucoid material throughout the corium in the man. The only 
difference in the 2 is in degree. The progress of the disease has also been much more 
rapid. It started in August and progressed to its present stage rather rapidly. I saw him 
two weeks ago, and there has been no change in his condition since then. The depression 
around the wound made for removal of the biopsy specimen is due to the fact that for several 
hours a viscid clear fluid oozed from the margins of the wound. This drained off the mucoid 
material adjacent to the wound. 

Dr. C. G. La Rocco: Would you explain the progress of the disease? I have never before 
had the privilege of observing a patient with this disease. 

Dr. E. W. NETHERTON: Ordinarily this disease does not respond to treatment. It either 
remains stationary or gets worse. In a few cases there has been a spontaneous slow recovery. 
There is no treatment which seems to influence the localized myxedema. 

_ Dr. R. E. Barney: Is it not true that in the majority of cases there is a response after 
or five years? 

Dr. E. W. NetuHerton: I do not think there is in the majority; in many the disease 
remains stationary. There have been a few cases, and I think one of them was the case 
reported by O’Leary with spontaneous clearing, but they are not in the majority. 

Dr. C. L. Cummer: How extensively can these lesions be distributed over the body? 
Are they ever encountered anywhere but on the legs? 

Dr. E. W. NetHerton: Yes. Cases have been reported in which changes have been 
observed on areas other than the legs. However, the areas of predilection are the pretibial 
regions. In the case of the woman, the disease stopped at the ankles and did not extend to 
the feet. In the cases that I have observed, the feet are seldom involved even though the 
skin of the legs may be extensively involved. 

Dr. H. N. Core: Is there one particular type of thyroid disturbance in all cases of this 
disease ? 

Dr. E. W. NetHerton: Localized myxedema is almost invariably associated with hyper- 
thyroidism, usually a recurrent hyperthyroidism. The common history is for the patient to 
submit to an operation for hyperthyroidism and later to have a recurrence necessitating a 
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second operation. It is with the recurrence of the hyperthyroidism that the cutaneous lesions 
are usually encountered. In 1 of the cases presented today the myxedema developed with the 
initial attack of hyperthyroidism. 

Dr. R. E. Barney: An interesting fact came out in the woman’s history. She states that 
when she is active and walks a great deal the legs decrease in size and when she is at rest the 
legs become swollen. The opposite is true in cardiac edema. 


Dr. E. W. NetHerToN: Edema of the legs in severe hyperthyroidism is not uncommon, 
but not all of these patients have a localized myxedema. 

Dr. R. E. BARNEY: One would expect that type of edema to subside when the patient 
is at rest. 

Dr. E. W. NetHerton: This man presents the only instance that I have seen of this type 
of myxedematous change. In most instances the manifestations are like those of the woman, 
in which the skin is nodular and has a pigskin-like dimpling. The man’s problem is most 
unusual. He has a hypofunction of the pituitary and adrenal glands and thyroid dysfunction: 
hence he is a real endocrine curiosity. 


A Case for Diagnosis (Acrodermatitis Chronica Atrophicans with Fibrous Nodules? 
Mycosis Fungoides?). 

C. R., a married woman aged 60 years, came to the clinic on Nov. 27, 1942 complaining 
of small “tumors” on the left arm. For many years the skin of the legs and ankles, of the 
dorsal surfaces of the feet and of the left arm and hand had been abnormally smooth and red, 
but the nodules for which she sought relief have been present for only three months. 

At present the skin on most of the anterior and lateral surfaces of each leg and ankle and 
the dorsal surfaces of the feet is involved by an erythematous atrophic process. On the 
pretibial surface of the left leg there is a scleroderma-like area surrounded by a zone oj 
advanced atrophy. There is a moderate degree of varicosity of the superficial veins of the 
legs accompanied with some edema of the ankles and a small area of varicose dermatitis on 
the lower portion of the right leg. The skin over the left knee is transparent, atrophic and 
wrinkled. The skin on the dorsum of the left hand is wrinkled, erythematous and atrophic, 
which makes the subcutaneous vessels more prominent than normal, while that of the whole 
extensor surface of the left forearm presents the same type of erythematous, sclerotic and 
atrophic change. In addition, there are several firm, smooth, round, cutaneous nodules here, 
varying in size from a split pea to a hazelnut. They show no tendency to break down, are 
not painful and have enlarged slowly. There is one discrete, palpable lymph node in the 
left axilla. The right arm is normal. 

The Wassermann and Kahn reactions of the blood were negative. The hemogram was 
normal. 

Histologic examination of a nodule showed the epidermis to be normal except for the 
obliteration of the interpapillary pegs by a cellular infiltration into the corium. Throughout 
the corium and involving the subcutaneous adipose tissue there was a diffuse, rather dense, 
polymorphous cellular infiltrate consisting of polymorphonuclear neutrophils, eosinophils, 
lymphocytes and plasma cells. There was proliferation of the fixed tissue cells. No giant cells 
were seen. There was a moderate amount of fibrous stroma but no well circumscribed focus 
of infiltration surrounded by collagen. 

DISCUSSION 


Dr. R. E. Barney: Several years ago I had a patient who presented a typical picture oi 
acrodermatitis chronica atrophicans without nodules. Nodules are described in association 
with this disease, but, as Dr. Netherton pointed out, these show fibrotic changes histologically. 
The patient that I observed had one nodule on the leg which I thought was the type usually 
associated with this disease. I performed a biopsy and made a tentative diagnosis of an 
undetermined type of lymphoblastoma. I did not see this patient for some time and thought 
she was well. However, she died at City Hospital, having been admitted there when moribund. 
Another biopsy was performed at that hospital, and a report of questionable reticulum cel! 
sarcoma was made. Just before she died, numerous nodules and tumors, some of which were 
ulcerative, developed on the arms and legs. They presented the clinical picture of mycosis 
fungoides. The case of this patient was rather interesting in view of the case presented today 
The biopsy in the present case shows polymorphous infiltrate not entirely inconsistent wit! 
mycosis fungoides. The condition of this patient should be reported later. 

Dr. E. W. NetHerton: The questionable diagnosis of mycosis fungoides was suggested 
on the basis of the histologic changes in the nodules which were removed from the left elbow. 
The infiltration was of a polymorphous type. The other clinical features of the cutaneous 
manifestations in this case are characteristic of acrodermatitis chronica atrophicans. This 
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patient also showed scleroderma-like bands, which are frequently encountered in this disease, 
on the elbows and the anterior surfaces of the legs. 

Dr. H. N. Core: It might be interesting to study the blood calcium levels in case calcifica- 
tion develops in these nodules, as sometimes occurs. 


Livedo Reticularis. 

D. W., a married woman aged 25 years, presents areas of dull red to purplish reticulated 
mottling on the thighs and on the lower portions of the arms and to a lesser degree on the 
legs. Exposure to cold accentuates the livedo, and she states that for a short time after a 
hot bath the eruption can hardly be seen. Her hands and feet become livid and clammy when 
she is exposed to cold weather. 

There has been no tuberculosis or other chronic illness in a member of her family. An 
appendectomy had been performed in 1937. Four months ago she suffered from toxemia of 
pregnancy, for which a cesarean section was performed. Physical examination showed no 
abnormal conditions other than hypertension. The blood pressure was 160 mm. of mercury 
systolic and 98 diastolic. 

Histologic examination of a livid area on the right thigh showed the epidermis to be normal. 
Many of the blood vessels throughout the corium were dilated and surrounded by a narrow 
zone of inflammatory infiltration consisting of lymphocytes and fibroblasts. Some of the 
vessels showed proliferation of the intima and adventitia. 


DISCUSSION 


Dr. H. N. Core: This woman gives a history that she had one baby that lived just a 
few days, and, in view of the relation of livedo reticularis to syphilis, the possibility of syphilis 
should be explored pretty carefully even though she has a negative serologic reaction. 

Dr. E. W. NeTrHERTON: Dr. Cole’s point is well taken. I questioned her about the death 
of her baby. She stated that she suffered from a toxemia of pregnancy and had a long labor, 
which was terminated by a cesarean section. I shall get in touch with the physician who took 
care of her and see if I can obtain any information as to whether or not syphilis has been 
suspected. She has hypertension (pressure 160 mm. of mercury systolic and 90 diastolic). 
Examination of the histologic section reveals mild infiltration surrounding the small vessels 
in the corium, and some of the vessels show proliferative changes in their walls. Ebert wrote 
an excellent article on inflammatory livedo reticularis (ArcH. Dermat. & SypH. 16:426 
[Oct.] 1927) and enumerated the various diseases in which it occurs. Tuberculosis and 
syphilis are probably the most common. However, arteriosclerosis and various types of infec- 
tions and toxemias may produce the same change. The changes shown in the biopsy specimen 
in this case are significant in that they indicate the probability of similar changes occurring 
elsewhere in the body. These may be the early changes which may lead to severe essential 
hypertension. 


A Case for Diagnosis (Syphilis? Papulonecrotic Tuberculid?). 

V. W., aged 30 years, came to the clinic on Nov. 25, 1942. He had enjoyed good health 
up to July 1942, when two tender “pimples” appeared on the left buttock. Small central 
sinuses developed in these lesions, from which a blood-tinged viscid exudate has continued to 
exude. In October 1942 similar lesions developed on the back. He has had chronic congestion 
of the nasal mucous membrane during the past two years, and during the past three months 
he has been troubled with hoarseness. He gives a history of a penile ulcer five years ago 
which disappeared spontaneously within two months. Prior to coming under my observation 
he had never received treatment for syphilis. Treatment has altered the characteristics of 
the original eruption. On Nov. 25, 1942 there were several round and conical dull red tender 
papules varying from the size of a match head to that of a split pea scattered over the 
shoulders and midportion of the back. There were similar lesions on the forehead and left 
buttock. A few older lesions had a small central sinus, from which a viscid hemorrhagic 
exudate could be expressed. There was an irregular painful ulcer about 2 cm. in its greatest 
dimension near the angle of the right scapula. The ulcer was superficial; its margins were 
dull red and infiltrated, and a viscid hemorrhagic exudate covered its base. 

At present many of the original lesions have disappeared, leaving small pink atrophic 
scars, There are a few small acneform papulopustules on the shoulders. On Dec. 31, 1942 
there were enlargement of the posterior portion of the inferior turbinate and hemorrhagic 
crusting of the vault of the nasopharynx. There were also diffuse edema and congestion of 
the mucous membrane of the larynx. Today the crusting of the nasopharynx has disappeared, 
but there is a diffuse inflammation of the larynx. For the past week the patient has had an 
afternoon rise in temperature of 1 to 15 degrees (F). 
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On four different occasions the Wassermann reaction of the blood was negative but the 
Kahn reaction was positive (3 plus). Roentgenograms of the chest showed no importan; 
abnormalities. The reaction to old tuberculin in a 1: 10,000 dilution was positive. Examination 
of the sputum for tuberculosis gave a negative result. 

Treatment has consisted of eight intramuscular injections of 0.13 Gm. of bismuth syb. 
salicylate each and six intradermal injections of increasing doses of old tuberculin diluted 
1: 1,000,000. 

Histologic examination showed the epidermis to be normal. There were perivascular 
lymphocytic infiltration in the subpapillary layer of the corium and dilatation of the vessels 
in the upper part of the corium. In the central portion of the section there was a large fairly 
well defined area of cellular infiltration involving the subpapillary layer and extending to the 
lower portion of the corium, showing central necrosis surrounded by a zone of lymphocytes and 
numerous giant cells. Deeper in the corium there was a small well circumscribed area of 
infiltration consisting of epithelioid cells, lymphocytes and giant cells. 


DISCUSSION 

Dr. H. N. Core: The lesion developed on this man’s genitalia about five years ago, after 
the birth of the last of his children. In view of that history and of the serologic reaction, 
I should make a diagnosis of ulcerocrustaceous syphiloderm. 

Dr. R. E. Barney: I think that in a measure the serologic reaction would substantiate 
Dr. Cole’s opinion. It is not uncommon to obtain a negative reaction in this type of syphilis, 
However, as I recall, the majority of such patients are acutely ill. They usually have an asso- 
ciated loss of weight. I certainly think that the diagnosis of ulcerocrustaceous syphilis should 
be kept in mind. The treatment should determine whether or not it is this type. 

Dr. R. E. RauscHKois: Has the patient had antisyphilitic therapy? 

Dr. E. W. NETHERTON: Yes, he has received bismuth subsalicylate. 

Dr. BENJAMIN LEVINE: He is extremely hoarse. 

Dr. E. W. Netuerton: The otolaryngologist insists that this man has syphilis of the 
larynx. I think that Dr. Cole has brought up a point which is important. The possibility of a 
papulonecrotic tuberculid was added to the diagnosis mainly because of the histologic observa- 
tions, which we thought were more indicative of tuberculosis than of syphilis. There is a large, 
well circumscribed area of infiltration involving the corium. This area shows central necrosis 
and a peripheral zone of lymphocytes along with numerous giant cells. Just below this there 
is a smaller area of infiltration consisting of epithelioid cells and giant cells and a peripheral 
zone of lymphocytes. The lesion has the architecture of a tubercle. I do not doubt that the 
patient has syphilis and that these lesions may be syphilitic; however, the histologic picture 
is similar to that of tuberculids. 

Dr. J. E. RAuscHKOLB: Subjectively, the oral lesions as well as the laryngeal lesions are 
not painful enough to be tuberculosis. Tuberculous laryngitis is always secondary to active 
pulmonary tuberculosis, and with the inability to swallow because of the pain there is always 
a great loss of weight. This patient can swallow without difficulty or pain and is well nour- 
ished. Clinically, the disease is syphilitic in nature. 

Dr. E. W. NetuHerton: I have never thought that the laryngeal nee was tuberculous. 
As Dr. Rauschkolb has pointed out, laryngeal tuberculosis is almost always associated with 


advanced pulmonary tuberculosis. 


Migrating Thrombophlebitis Following Gonorrhea and Medication with Sulfonamide 
Drugs. 

W. H., a man aged 37 years, came to the clinic on Sept. 24, 1939. In April 1939 he contracted 
recalcitrant gonorrhea. Rest in bed and administration of sulfanilamide failed to prevent involve- 
ment of the posterior urethra and prostate. In September 1939 a profuse purulent urethral 
discharge contained many intracellular diplococci. At this time medication was changed to 
1 Gm. of sulfapyridine three times a day. Within a week the urethral discharge had virtually 
ceased and the tenderness of the prostate had disappeared. 

Four days after sulfapyridine therapy was instituted, a tender edematous poorly demarcated 
erythematous plaque appeared on the right shin just above the ankle. This plaque gradually 
enlarged, and the enlargement was followed by a tender erythematous cordlike swelling involv- 
ing a superficial vein on the inner and anterior surface of the right leg. Use of sulfapyridine 
was discontinued, but the phlebitis migrated to the inner margin of the right popliteal fossa. For 
six months areas of migratory phlebitis and tender erythematous cutaneous nodules continued 
to develop on the right leg. On one occasion a tender subcutaneous nodule appeared just above 


the right cubital fossa. 
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In July 1940, after a recurrence of burning sensations during urination, he took sulfathiazole. 
Within a few days erythematous nodules and cordlike infiltrations appeared on both legs. These 
lesions lasted from four to eight weeks, and at variable intervals since then new lesions have 
continued to develop even though use of sulfonamide drugs has been discontinued. 

At present there is a tender cordlike erythersatous infiltration on the right shin. There is a 
point of tenderness on deep pressure in the right instep. 

Wassermann and Kahn reactions of the blood were negative. The hemogram, including a 
blood platelet count and estimation of bleeding time and of clot retraction, was normal. 

Treatment consisting of rest in bed and application of heat has failed to influence the course 
of the lesions. Roentgen therapy (100 to 150 r with a 2 mm. aluminum filter) decreases tender- 
ness and often results in the disappearance of areas of phlebitis within ten days to two weeks. 


DISCUSSION 

Dr. E. W. NETHERTON: Unfortunately, this patient shows only erythematous nodules today. 
However, on several occasions he has had definite cordlike phlebitis involving the superficial 
veins of the legs. On one occasion he had phlebitis on the dorsal surface of the penis and in the 
right cubital fossa. 

Dr. H. N. Core: Do you think that is also a reaction to a sulfonamide drug? 

Dr. E. W. NetHerton: I do not know, for he has not taken a sulfonamide drug for 
several months but continues to have recurrences of phlebitis and erythematous nodules, mainly 
on the lower portion of the legs. 

Dr. E. J. ArpAy: Were sulfathiazole crystals looked for in the urine? 

Dr. W. R. Husier: Should not a diagnosis of Buerger’s disease be considered? Venous 
as well as arterial involvement is a common observation. This man is a smoker and gives a 
history of exacerbations and remissions. He told me that he has severe pains in his legs 
when walking in cold weather. The pulsations of the dorsalis pedis arteries are not appreciable 
if present. 

Dr. E. J. Arpay: Cases have been reported in which a sulfonamide compound was pre- 
scribed and the drug was precipitated in the renal pelvis, was then reabsorbed and never left 
the body for a period of months. Have you found the crystals in the urine? The lesion now 
looks like an eruption due to a drug. 

Dr. C. L. Cummer: He never had this trouble until he took sulfonamide compounds? 

Dr. E. W. NETHERTON: We have not looked for crystals in the urine. I think that the 
suggestion of Dr. Hubler, that Buerger’s disease should be considered, is a good one. We have 
felt that pulsation of the dorsalis pedis artery was present. In answer to Dr. Cummer’s ques- 
tion, this man dates his trouble from the time that he contracted gonorrhea and started to take 
sulfanilamide. He never had phlebitis or erythematous nodules prior to this time. 

Dr. C. B. Norris, Youngstown, Ohio: Do you know whether he has used ointments con- 
taining a sulfonamide compound? 

Dr. E. W. NetHeRTON: No, he has not. I shall investigate in regard to Buerger’s disease. 
He stopped smoking for a while but not for very long. 


NEW YORK ACADEMY OF MEDICINE, SECTION OF 
DERMATOLOGY AND SYPHILIS 


Frank C. Compes, M.D., Chairman 


Paut Gross, M.D., Secretary 
Dec. 1, 1942 


A Case for Diagnosis (Tuberculosis? Sporotrichosis?). Presented by Dr. Frank C. 

CoMBES. 

A. G., an East Indian seaman aged 31, was admitted to Bellevue Hospital complaining of 
lumps on the left arm. 

There are four discrete, nontender subcutaneous nodules, each about % inch (1.3 cm.) in 
diameter. One located anteriorly to the medial epicondyle of the left humerus is freely 
movable. Thick, cordlike structures run from this lesion up the arm and down the forearm, 
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following the course of the regional lymphatics. The left ulnar nerve is distinctly felt in jts 
usual location. The remaining three lesions are found on the dorsal aspect of the forearm and 
arm a few inches from the left elbow. These lesions are slightly adherent to the overlying skin, 
which is ulcerated in some areas. 

Neurologic examination revealed no abnormalities, and roentgen examination of the chest 
showed it to be normal. The Wassermann and Kahn reactions of the blood were negative. 
Smears from the lesion showed no acid-fast bacilli. The tuberculin test gave a_ negative 
reaction with dilutions of 1: 1,000,000, 1: 100,000 and 1:10,000. Results of a culture on 
Sabouraud’s medium have not yet been reported. A biopsy revealed conditions consistent with 
a diagnosis of tuberculosis. A blood count and an examination of the urine gave normal results, 


DISCUSSION 


Dr. Trmotuy J. Rrorpan: The slide showed a large conglomerate tubercle with coagula- 
tion necrosis in the center, a thin rim of round cells about it and a rather thick, fibrous band 
entirely encircling the area. Interspersed in the band were several various-sized tubercles 
containing giant cells with sparse round cells surrounding these. The other noteworthy feature 
of the sections was that they showed a greater number of blood vessels than are usually 
encountered in tuberculosis. The one diagnosis which could be made is tuberculosis cutis, 
One area showing deeper structures revealed no infiltration or extension into the fatty part. 
I found nothing to suggest sporotrichosis. 


Dr. HERMAN GoopMAN: The patient has the type of lesion associated with juxta-articular 
nodules of syphilis. It also occurs in persons with yaws. The histologic picture described is 
not unlike that of juxta-articular nodules. In 1917 the late Dr. William J. Young and | 
described the first case of juxta-articular nodules, in a syphilitic woman. The paper was 
published under the title “A Clinical Pathological Study of an Unusual Syphilitic Manifestation 
Resembling Juxta Articular Nodules,” in the American Journal of Medical Sciences (154:231, 
1920). Parkes Weber, of England, described a case some time later. Dr. Howard Fox 
observed some Negroes with the condition in Harlem Hospital, in New York, and published 
one or more papers on the subject. Jeanselme gave the original description of the condition 
in a patient with yaws. Prior to his untimely death he wrote me to say he was under the 
impression that the entity was the same whether the patient had yaws or syphilis. 


Dr. Louis Tuttpan: There are already two diagnoses with question marks in this case, 
and I should like to add another, although it would be rather atypical; but as ‘this patient 
presents nodules and a thickened ulnar nerve on the left side, with a slightly thickened nerve 
on the right side, I should venture the possibility of leprosy. The tuberculoid type of leprosy 
could fit into the pathologic picture Dr. Riordan presented. 


Dr. Trmoruy J. Riorpan: The Ziehl-Neelsen stain showed neither tubercule bacilli nor 
Hansen bacilli, and I looked carefully. There was no structure to suggest leprosy. 


Dr. George M. Lewis: The search for the organisms of sporotrichosis in the smear is 
usually fruitless, whereas the fungus can usually be readily demonstrated by culture. 


Juxta-Articular Nodes of the Elbows and Palms. Presented by Dr. NATHAN Sostl. 


G. L. B., a white man aged 41 years who was born in the United States and has never leit 
the country, is presented from the Central Social Hygiene Clinic of the New York City 
Department of Health complaining of nodes which have been present on the hands for nine 
years and on the elbows for five years. 

The patient gives no history of venereal disease. He had disease of the right ankle joint 
which began at the age of 6 years and lasted for twenty-five years. In October 1942, the 
patient had a routine Wassermann test which was reported as eliciting a positive reaction. He 
has no other complaints except pains in the right leg for the last three months. 

Examination shows an egg-sized subcutaneous node at the elbows. There is a bean-sized 
firm nodule at the juncture of the thenar and hypothenar eminences, with smaller nodes on 
the palms. The pupils show limited reaction to light. Examination of the fundi reveals 
scattered, discrete, atrophic and pigmented areas in the left fundus. Otherwise the fundi are 
normal, and the disks are of good color. The condition of the pupils indicates involvement of 
the central nervous system. 

DISCUSSION 


Dr. E. WiLt1aM ABRAMOwITz: I agree with the diagnosis of juxta-articular nodes due to 
syphilis, the unusual feature being the location on the palms. Such nodes have been described 
in this location. 
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Dr. NATHAN SOBEL: These are juxta-articular nodes due to syphilis. As far as the rarity 
of lesions on the palms is concerned, they are extremely rare. An article by Heinrich Hoffmann 
(Juxtaartikulare Knoten, in Jadassohn, J.: Handbuch Der Haupt- und Geschlechtskrankheiten, 
Julius Springer, Berlin, 1932, vol. 12, pt. 1, p. 419) shows a picture of these lesions on the 
fexor surface of the thumb; another by ‘Max Wolf (Zur Kenntnis der juxta-artikularen 
Knoten, Wien. klin. W chnschr. 47:1, 1934) contains a picture of lesions on the palm and flexor 
surface of the fingers. 

Dr. CuarLtes WoLrF: I believe we are not dealing with juxta-articular nodes but with a 
pure fibroma in a syphilitic patient. Reversal of lesions in syphilis from quaternary back to 
tertiary manifestations does not ordinarily occur. The lesions in this case seem to be fibroma 
or fibrolipoma. I do not believe they would respond to specific therapy, and I suggest a biopsy. 

Dr. NATHAN Sope_: According to the literature on the subject, the characteristic clinical 
picture is that of a subcutaneous fibroma. The skin can be moved over the nodules, and they 
tend to occur in areas around joints. On histologic examination, fibrosis and inflammatory 
changes are present. In cases previously reported, the lesions have been present for many 
years, sometimes twenty, thirty or forty years, and have been accompanied at times by other 
symptoms of syphilis, such as cardiovascular syphilis or neurosyphilis. This patient shows 
neurosyphilis. At the last meeting Dr. Rosen agreed that these nodules usually resolve 
readily under antisyphilitic therapy, particularly with arsphenamine, even though they may 
have been present for many years. 


Localized Amyloidosis Cutis. Presented by Dr. Leo SPIEGEL. 
The case of A. L., a woman aged 55 years, was presented before the Bronx Dermatological 
Society on Oct. 23, 1941 (ArcH. Dermat. & SypuH. 45:633 [March] 1942) and again on 
Nov. 25, 1942. 
Histologic examination at that time was incomplete and unsatisfactory. Another biopsy 
was subsequently obtained, and histologic diagnosis of amyloidosis was made by Dr. Wilbert 
Sachs. 


DISCUSSION 
Dr. E. Witt1Am ABrAmowi!Tz: The lesions to which the name of localized amyloidosis 
has been applied have occurred on the legs. I do not recall any cases in which localized 
amyloidosis has been reported on another part of the body, particularly on the forehead. 
When an eruption has occurred on the face and there has been a suggestion on staining of 
the sections that the lesions might be amyloidosis, they have turned out to be colloid milium. 
The only proof that has been advanced in this case is the stain; there has been no injection 
of congo red. I should say that the diagnosis of amyloidosis should be withheld until more 
proof is submitted. Tentatively, I should make a diagnosis of colloid milium of the skin. 
Dr. Leo SpreEGEL: Amyloid cutaneous lesions, as a rule, are thought to have a predilection 
for the lower extremities. Many of the members of this society have not seen a case of this 
kind, and it is for this reason that I present her case before the section as a most unusual 
case of localized amyloidosis, the lesions being limited to the face. At the first presentation 
the diagnosis was not established owing to faulty and unsatisfactory histologic examination. 
A subsequent biopsy was obtained and a histologic diagnosis of amyloidosis made by Drs. 
Wilbert Sachs and David Satenstein. Furthermore, Dr. Satenstein states that he has had a 
number of patients in whom amyloid was found in lesions of the face. While this condition is 
comparatively rare and the diagnosis can only be made by microscopic examination a fairly 
large number of cases have been reported in the literature. August Matras reported 2 cases 
similar to the one presented tonight (Amyloidosis Cutis Circumscripta, Arch. f. Dermat. u. Syph. 
170:664 [Dec. 10] 1934). 
Congo red was not injected either subcutaneously or intravenously (Bennhold test), as 
I thought it unfair to subject the patient to a possibly more pronounced discoloration of the 
facial lesion. It is also controversial as to wkether this dye would be taken up if the lesion 
is localized amyloidosis. L. H. Weiner (Local Amyloidosis of the Skin, Arcu. Dermat. & 
SypH. 23:866 [May] 1931) stated that amyloid of the internal organs is stained in vivo by 
congo red; unfortunately, attempts to stain amyloid in the skin in vivo have been unsuccessful. 
I believe that this should be classified as a case of localized amyloidosis secondary to a 
previous dermatosis, as proposed by Michelson and Lynch (Michelson, H. E., and Lynch, F. W., 
Systematized Amyloidosis of the Skin and Muscles, Arc. Dermat. & SypH. 29:805 [June] 
1934). 
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A Case for Diagnosis (Tertiary Cutaneous Syphilis Complicated by Secondary Infec. 
tion, Possibly by Microaerophilic Hemolytic Streptococci?). Presented by pD, 
Maurice J. 

A white man aged 60 years from Bellevue Hospital states that an eruption leveloped ove, 
the left elbow. He consulted his physician a year later, when antisyphilitic therapy was 
administered after a positive Wassermann reaction of the blood. The patient received w eekly 
intravenous injections of neoarsphenamine, followed by intramuscular injections ‘of bismuth 
subsalicylate. In spite of seven months of treatment, a similar ulceration appeared on the 
right arm. 

In 1940 the patient began to take 15 to 20 drops of saturated solution of potassium iodide 
orally, continuing in the meantime with courses of bismuth subsalicylate. He was under 
treatment until he was admitted to Bellevue Hospital, on Sept. 14, 1942. 

About a year ago the patient had a syphilitic osteomyelitis of the right parietal region oj 
the skull, which resolved under antisyphilitic therapy with bismuth subsalicylate. 

The patient presents a symmetric eruption involving both arms, elbows and forearms 
The sharply bordered granulomatous lesions are dark red, raised, painless and ulcerated. The 
serpiginous borders enclose ulcerative areas covered by a grayish exudate. Some of the lesions 
tend to become confluent, while others appear to have healed and are replaced by considerable 
scar tissue. 

The Wassermann reaction of the blood and the results of Kahn precipitation tests were 
4 plus. The spinal fluid was normal, as were the results of examinations of the blood and 
urine. A biopsy showed chronic inflammatory tissue. A roentgenogram of the skull showed 
irregular destructive osteomyelitis of the right parietal bone, suggesting gumma. A roentgen- 
gram of the chest revealed no abnormalities. 

The ulcerative lesions on the arms and forearms failed to respond to the aforementioned 
antisyphilitic therapy but cleared up under treatment with zinc peroxide cream. 


DISCUSSION 


Dr. Maurice J. CosteLtto: This patient received adequate antisyphilitic treatment over a 
long period without the slightest beneficial effect on the cutaneous lesions themselves. [| sug- 
gested that microaerophilic hemolytic streptococci might be the causative organism and als 
advised treatment with zinc peroxide cream. I do not think that the cream was applied strictly 
according to my directions, and that may be the reason foz the fact that the lesions have not 
completely healed. Nevertheless, the improvement has been remarkable. 


Mycosis Fungoides Resembling Urticaria Pigmentosa. Presented by Dr. Max Scuenr 


S. D., a man aged 43 years, was first seen on June 14, 1942 as a private patient of Dr. 
Nathan Pensky. He stated that five or six months before lesions had developed on his face 
and body. No treatment had been given. The only medication he had taken was acetylsalicylic 
acid and an effervescent saline laxative (sal hepatica). 

The patient presents pea-sized red-brown nodular lesions on the face, chest, back and legs. 
Several of the lesions on the face appear atrophic. 

The Wassermann reaction of the blood was negative. 

Biopsy performed June 24, 1942 by Drs. David L. Satenstein and Wilbert Sachs showed 
a dense cellular infiltrate throughout the upper layers of the cutis composed of uniform large 
cells with hyperchromatic nuclei. Some of the cells showed cytoplasm about them. In oie 
place in the epidermis the cells appeared to be arranged in nests. The conditions were thos 
observed in the tumor stage of mycosis fungoides. 

A 3 inch (7.5 cm.) square of skin on the back was given 150 r of irradiation through | mm. 
of aluminum. The patient did not return but stated that the lesions in that area did not 
resolve. He was sent today to the Skin and Cancer Unit for further study. 


DISCUSSION 


Dr. NATHAN Pensky (by invitation): I first saw this man in June, at which time the 
eruption was practically the same as it is tonight, with the exception that the lesions on the 
trunk are now a little more elevated and a little darker. There are the same atrophic lesion 
on the forehead, and no new ones have appeared. 

Dr. Cuartes Worr: I cannot gainsay the diagnosis, but I should like to suggest myelog- 
enous leukemia. Sternal puncture and repeated examinations of the blood are necessary. 
There may be a leukemic factor at the present time which in the early stage did not give 4 
characteristic picture of the disease. 
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Dr. E. Witttam ABRAMOwITz: The wheals suggest urticaria pigmentosa. The individual 
lesions are wnusually large, and the whole process is of eight months’ duration. This suggests 
the possibility of some type of lymphoblastoma. On clinical grounds, mycosis fungoides may 
be ruled out. , 

Dr. Louis Tutrpan: I feel as Dr. Abramowitz does, but I believe that if we want to 
hedge and classify the condition as lymphoblastoma we can probably justify the diagnosis later. 
Against mycosis fungoides, in the first place, are the type of lesions seen here, which are small 
and discrete, and the entire lack of itching at any time. On the other hand, when I first 
looked at the lesions on the outer side of the thighs the nodules seemed to have a sort of 
pinkish or violaceous color resembling either sarcomatosis cutis or Kaposi's sarcoma, but the 
lesions on the upper part of the body were entirely different. They seemed to be acute and 
red, and there is no doubt that when rubbed some of the lesions did seem to become raised. 
Against the diagnosis of urticaria pigmentosa is the fact that the lesions around the forehead 
presented atrophic scars, which are not found in urticaria pigmentosa. I think the best thing 
is to diagnose the condition as a possible lymphoblastoma. 

Dr. TrmotHy J. RrorpAN: I should think that the histologic report here was taken from 
one biopsy and should like to suggest that more than one piece of tissue be examined. Dr. 
Tulipan brought out the point that the lesions in the crural area are a little different. I should 
not like to criticize the histologic report, but we have to take it for granted that whoever 
made it found features consistent with mycosis fungoides and then went on to describe a type 
of cellular infiltrate which is not at all inconsistent with the picture of leukemia. 

Dr. ApoLPpH RosTENBERG: If leukemia is considered in this case a differentiation must be 
made between cutaneous leukemic lesions and leukemids. The structure of leukemids should 
have been evident in the microscopic study, and such lesions would have been pruritic. While 
the eruption may be a lymphoblastoma of some kind, I do not think it fits into the picture of 
leukemia. Clinically it is certainly’ not mycosis fungoides. I believe the case should be 
studied further and no diagnosis offered at this time. 

Dr. MAx ScHEER: I saw this patient today through the kindness of Dr. Pensky, and I 
will confess that before I knew the histologic report mycosis fungoides was the last thing 
I thought of. The eruption did not look like urticaria pigmentosa in spite of the pigmentation, 
because there were some lesions. which actually had become small tumors. To my mind the 
histologic report is not definite. As Dr. Riordan points out, there are not multiple types of 
cellular infiltration, and, furthermore, I have always hesitated to accept a diagnosis of mycosis 
fungoides on the basis of the biopsy specimen alone unless it fits in with the clinical picture. 

At present it is impossible to make any diagnosis clinically, or histologically either, in 
spite of the report. However, I am more inclined to favor a possible leukemia than mycosis 
fungoides, although, as I said, one cannot distinguish too clearly between members of the 
lymphoblastoma group. 

Nore.—A later histologic examination with methylene blue showed a dense mast cell infil- 
tration. The diagnosis was urticaria pigmentosa with tumor formation. 

Dr. NATHAN PEnsky (by invitation): This man was shown tonight because the cutaneous 
lesions were unusual and did not agree with the pathologic picture. I had expected to find 
the histologic structure of urticaria pigmentosa. When I first saw the patient I performed 
a blood smear, which showed no evidence of leukemia. Today we performed another smear 
which is also normal. We are going to make a sternal puncture and other biopsies and shall 
report the observations later. 

Note.—Sternal puncture revealed no evidence of leukemia. 


Secondary Syphils. Presented by Dr. Leo Sprecet. 

C. W., a man aged 40 years, is presented from Bellevue Hospital complaining of sores 
between the toes, which have been present for one month, and sores on the tongue and small 
papules on the penis of one week’s duration. 

Examination shows the tongue to be thickly coated, with slight redness at the sides. There 
are a few small papules on the penis. There is a fading eruption on the palms and on the back 
of the feet. Soggy, moist scales are seen on the web of the fifth toe, and there is slight scaling 
between the other toes. The submental, axillary and inguinal lymph nodes are enlarged. 

The Wassermann examination is pending. Dark field examination of material from 
between the toes revealed Spirochaeta pallida. Results of a urinalysis and a blood count 
were normal. 
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DISCUSSION 


Dr. Georce M. Lewis: I think this case is worth discussing if for no other reason thap 
the presence of lesions on the feet, which are shown by dark field examination to contaip 
Spirochaeta pallida. We have had several cases of a similar condition during the past {ey 
years. It is a common habit in examining the feet to consider any soggy, macerated area op 
the webs of the toes to be dermatophytosis. One can thus be exposed to infectious syphilis 
without realizing the danger, and I think this fact should be considered a little more in oy 
routine examination of feet. The fact that in cases of this kind spirochetes are present in large 
numbers and that this is a potential source from which the examining finger can becom 
infected is worth bringing to the attention of the members of this section. 

Dr. E. WiLt1AM ABRAMOwITz: I think the point brought out by Dr. Lewis is important 
At the medical school my associates and I warn the students to be on the lookout for mois 
syphilitic papules between the toes which might be mistaken for dermatophytosis. 

Dr. Lourts TuLtrpAN: Some years ago my colleagues and I found several patients with 
these moist papules in the webs between the toes, and since then we suspect syphilis in almost 
every patient at Bellevue with a positive Wassermann reaction who has erosions in the webs, 
We look for spirochetes and frequently find them, 


Dr. Leo Sprecet: I am glad that Dr. Lewis brought this case up for discussion. At the 
Bellevue clinic we have on a number of occasions found spirochetes in the moist lesions 
between the toes. These lesions are often mistaken for fungous infections of the feet. Thomas 
reported 6 such cases from our clinic (Thomas, E. W., and Bluefarb, S. M.: Early Syphilis 
Lesions Mistaken for Dermatophytosis, ARcH. DerMaT. & SypuH. 42:11 [July] 1940). 


A Case for Diagnosis (Nevus? Melanoma? Onychomycosis?). Dr. FRANK VERO. 


This patient, presented at the October meeting, was referred to the surgical department, 
and his toe was amputated. The histologic diagnosis was melanoma. The inguinal glands were 
excised, but no evidence of melanoma was found. 


LOS ANGELES DERMATOLOGICAL SOCIETY 


L. F. X. WitHeELm, M.D., President 
A. FietcHer Hatt, M.D., Secretary 


Dec. 8, 1942 


Toxic Dermatitis Due to Ergot. Presented by Dr. H. C. L. Linnsay. 


Mrs. H. is a 28 year old robust Mexican housewife. Six weeks ago her menses were overdue, 
and she took 1 drachm (3.89 Gm.) of ergot. A short time later an eruption appeared on the 
flexures of the body and of the arms and in the groins, starting in the axillas as a “dry rash’ 
which when scratched produced wheals. Five days ago, after application of sulfur ointment, 
the eruption became moist. 

The eruption now appears to be a dermatitis somewhat resembling erythema multiforme; 
it itches severely and has an urticarial element. The patient states that she is “allergic to 
oranges in excess.” She treated herself with sulfur ointment and later with calamine lotion; 
the eruption is lessening under the arms. 

DISCUSSION 


Dr. MAXIMILIAN E. OBERMAYER: This case illustrates the features of follicular toxic derma- 
titis associated with lichen spinulosus; the latter was well pronounced on the shoulders and 01 
the anterior axillary folds. I have never seen this type of eruption as an allergic reaction t 
ergot, but I see no reason why the drug could not be responsible, since drugs like diphtheria 
toxin are capable of producing lichen spinulosus. 

Dr. Samuet Ayres: I thought the eruption looked like either dermatitis medicamentosa 0 J 
dermatitis venenata. It seems to be particularly centered around the axillas and the arms, 
and the patient said she had used some cologne water under her arms. She stated that sht 
had not used any other application. The process is acute. My conception of lichen spinulosus 
is that it is a much less inflammatory process than the one observed here. I have never sett 
an eruption caused by ergot. I think it may well have been an eruption due to a drug. 
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Multiple Idiopathic Hemorrhagic Sarcoma. Presented by Drs. Mo_teurus Couperus and 
Marvin (by invitation). 


J. R., a 58 year old Italian musician, states that his father died in Italy of an “infected 
toe” at the age of 56 years. He does not know of any one else in his family who had or has 
a similar disease of the skin. When first seen on June 29, 1942 he complained of having 
“blue spots” on his toes and various other parts of his body causing numbness and discomfort 
of his toes only. The lesions had started on his toes three or four years prior to his first visit; 
the lesions on his elbows and forearms had appeared one year ago, and those on his eyelids and 
lower lip three months ago. He appears to be in good health and is well nourished. 

The patient presents numerous sharply demarcated, bluish red or black-brown soft 
lesions, elevated 2 to 8 mm. and varying in size from that of a pea to that of half-dollar (0.5 
to 4 cm.); the lesions are usually circular or confluent, but some are irregular or serpiginous. 
A few of them, especially on the feet, are dry, rough and plaquelike. The lesions involve nearly 
all of the toes and are scattered on the ankles, legs, thighs, penis, buttocks, abdomen, neck, 
elbows, forearms, fingers, eyelids, nose and lower lip, being most evident on the feet, legs and 
elbows. One lesion, near the upper part of the inner gluteal cleft, is pedunculated; one or two 
lesions on the penis are psoriasiform. 

A biopsy showed moderate uniform acanthosis with occasional areas of thinning of the 
epidermis ; the cutis showed dilated and proliferating capillaries and a great increase of spindle 
cells with an infiltrate of round cells and some plasma cells; there was a deposit of yellow and 
red pigment in the upper and middle layers of the cutis. 

The patient had received sixteen weekly roentgen treatments of 75 r each to the toes and 
elbows, with resolution of the lesions. Other areas have had one to six treatments of similar 
dosage. 

DISCUSSION 


Dr. Mo_LEuRUs Couperus (by invitation): We presented this case because the patient 
shows all the classic lesions of multiple idiopathic hemorrhagic sarcoma and some unusual 
psoriasiform lesions on the penis, adjacent to others which resemble large furuncles. 

Dr. Kenpat Frost: I think it is a classic example of multiple idiopathic hemorrhagic 
sarcoma. 


A Case for Diagnosis (Post-Traumatic Degeneration and Hyperplasia?). Presented by 
Drs. KENDAL Frost and MAXIMILIAN E. OBERMAYER. 


Mrs. McG., a 36 year old white housewife, states that she sustained an accidental bruise 
below the left knee as a child. She now complains of a dull ache inside the knee, but there are 
no cutaneous symptoms. She has noticed that the skin below the left knee looks “bruised.” 

She now presents a well circumscribed, blotchy hyperpigmented plaque below the left knee, 
5 by 10 cm. in diameter, not raised above the level of the skin. On palpation, a “doughy” 
resistance is felt over the area of hyperpigmentation. 

On histologic examination, the epidermis appears atrophic and the rete processes are absent; 
there is keratotic plugging of the follicles. The corneous layer is of normal thickness but gen- 
erally “fluffy” and loose; only in places it is topped by a homogeneous layer which takes a 
yellowish stain with hematoxylin and eosin; above the follicles it is thickened and fills the 
follicular orifices. The granular layer is uniformly one cell thick. The prickle cell layer 
appears thin, and there is intracellular and extracellular edema. The basal cell layer is intact. 
The structure of the dermis is altered in that the collagen appears homogeneous and swollen 
and looser than normal. There is perhaps an indication of fragmentation of the elastic fibers in 
some places. A small amount of perivascular infiltrate which consists of fibrocytes and a few 
lymphocytes is present. No immature connective tissue cells (star cells) can be seen. In 
the deeper layers of the dermis there are a few cavernous, vascular structures intermingled with 
fatty tissue and homogeneous masses, which stain blue with hematoxylin and eosin but do not 
take the stain for mucin. Stains for elastin, hemosiderin and melanin were not made. 


DISCUSSION 
Dr. SAmMueL Ayres: This is a most unusual clinical picture, and it is rather difficult to offer 
any positive suggestion. The only thing that passed through my mind was a possibility of 
morphea. The plaques were slightly infiltrated and had a violaceous color. Within those areas 
there was a suggestion of atrophy. 
Dr. Witt1AM H. GoECKERMAN: The best diagnosis I could make was morphea which was 
largely undergoing involution, with an atrophic center. However, I thought there was still a 
violaceous border in certain places. 
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Dr. ANKER JENSEN: I do not believe this is morphea, and the only way I can explain 
the swelling over the shin is that it is due to some degenerative changes resulting from trauma, 

Dr. H. C. L. Lrnpsay: I think there is some angioneurotic upset independent of the changes 
in the color of the leg. 

Dr. Kenpat Frost: I first thought of lymphangioma and of localized myxedema. There js 
however, no question from the biopsy that the process is primarily a degenerative one which, 
I believe, does not fall clearly into any of the definitely described categories. The interya| 
between the trauma and the development of this lesion is in the neighborhood of twelve years, 
This seems an exaggerated period, but of course it is possible. 

Dr. L. F. X. WitHetm: I was struck by the difference in the size of the two legs; the 
man who accompanied the patient said the affected leg was 1 inch (2.5 cm.) larger than the 
other leg. 

Dr. MAXIMILIAN E. OBERMAYER: It is interesting that the clinical impression of some of 
the members who did not study the histologic section but thought that the disease was morphea 
is in line with many of the microscopic features. Histologically, the lesion could be morphea 
if it were not for the presence of the cavernous vascular changes. Our first clinical impression 
was that of localized myxedema, a diagnosis which could be ruled out by microscopic examina- 
tion. It seems that the assumption of a post-traumatic degeneration of the morphea type asso- 
ciated with hyperplasia in the subcutaneous tissue would best characterize the disease. 


Cheilitis Seborrheica and Seborrheic Dermatitis of the Scalp. Presented by Dk. 

SAMUEL AyREs. 

H. R. G., a 49 year old accountant, states that his eruption began about fourteen months 
ago; he has been under my observation for five months and has shown some improvement. 
At the time of his first visit, on July 1, 1942, the eruption involved both lips, especially the 
upper lip, and consisted of yellowish scaling and crusting, particularly along the vermilion 
portion and extending up to the mucous border. In addition, the patient revealed an extensive 
eruption scattered throughout the scalp consisting of yellowish pink scaling. There was 
moderate redness and slight scaling involving the medial portions of the cheeks and chest. 

Blood counts and determinations of the cholesterol, uric acid, nonprotein nitrogen and 
sugar levels of the blood gave results within normal limits. 

Treatment has consisted of fifteen doses of 4% skin unit and one of % skin unit of roentgen 
rays, mostly to the upper lip, the lower lip having responded with a relatively small amount 
of treatment. 

The patient has also used ointments of sulfur and salicylic acid, 33 per cent naftex and 
juniper tar. He has also been given 0.25 grain (0.015 Gm.) of thyroid three times a day, and 
on November 5 he was given 5 mg. of riboflavin three times during the day. The patient is 
presented for therapeutic suggestions. 

DISCUSSION 

Dr. Curis HALLoraAN: I do not know whether a microscopic study has been made; clinically 
this eruption impressed me as lupus erythematosus involving the lip and scalp. 

Dr. Witt1AM H. GorcKERMAN: I should be inclined to favor a diagnosis of seborrheic 
dermatitis both of the scalp and of the lip; I believe the lesions on other parts of the skin, such 
as the nose and the lower part of the chin, are of the same nature. 

Dr. Kenpat Frost: I agree with Dr. Goeckerman. 

Dr. MAXIMILIAN OBERMAYER: The clinical features were those of chronic exfoliative 
cheilitis and seborrheic dermatitis. There is, however, a possibility that the disease may be 
the seborrheic type of lupus erythematosus, in which atrophy is known to appear at a late date. 
It seemed to me that a lesion on the left side of the forehead showed slight atrophy. A _ biopsy 
is suggested. 

Dr. H. C. L. Linpsay: I agree with Dr. Ayres’ diagnosis. 

Dr. SamMuet Ayres: I can appreciate the discussion that suggested lupus erythematosus 
tonight, but the lesions the patient has had in the scalp and on the face have been typical of 
seborrheic dermatitis and he has had an extensive greasy, scaly condition in his scalp. Tonight 
he shows some remnants of the lesions, following the regular use of sulfur and salicylic acid. 
The lip at one time seemed considerably improved, and then it relapsed. I had not considered 
lupus erythematosus seriously in this case because there have not been any lesions which 
looked like the lesions of this disease. The lesions on the lip always look scaly, as there is 
a profuse flaking. There are no well defined margins. The other lesions do not resemble lupus 
erythematosus. The only lesions of Jupus erythematosus of the lip that I have seen have been 
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more circumscribed, and on the outer portion of the lip rather than on the under surface; this 
is on the upper lip. The two or three eruptions of this type that I have seen have all been diffi- 
cult to treat. I have tried practically every known remedy without achieving any results. 


Lupus Vulgaris. Presented by Dr. Saut S. Rosinson and Dr. Curis HALLorAn. 


Mrs. B. J., a 50 year old white woman, has a personal and family history without evidence 
of tuberculosis, except that during childhood she lived on a farm in Ohio, where she drank 
raw milk. In early childhood, she noticed a “spot” on the right cheek, which slowly enlarged. 
She was told that the lesion was a “birthmark,” and no therapy was given. Recently there 
has been more rapid increase of size, with extension on the periphery and clearing in the 
center. 

On the right cheek is a well defined, round area of about 3 inches (7.5 cm.) in diameter, 
with a scarred, atrophic, whitish center and an elevated, red-brown, soft border. Under dia- 
scopic pressure, “apple jelly” nodules are noted in the border. 

The Wassermann reaction was negative, as was the result of a tuberculin test. Roentgen 
examination of the chest showed an old healed calcified area of pulmonary tuberculosis in the 
right subclavicular area and calcified lymph glands at the hilus of the right lung. A section 


B of the biopsy specimen is presented for examination. The lesion has not been treated, and the 


case is presented especially for therapeutic suggestions. 


DISCUSSION 

Dr. KenpAL Frost: I feel that treatment of lupus vulgaris is almost hopeless. This 
lesion has not spread inordinately, and I should be a little afraid that the process would be 
activated if much were done to it. If it were a little smaller, it could be removed in toto 
with a cautery. 

Dr. H. C. L. Linpsay: When the Finsen lamp is used, most technicians give too small 
doses. The exposure that is usually given with the Finsen light is two to twenty times too 
short. One can use a water-cooled quartz mercury vapor arc lamp, and by putting a pad 
in the mouth to protect the teeth use heavier pressure when treating lesions of the lip. I 
have given close to 200 pounds (90 Kg.) of pressure when using contact treatment, and it 
certainly gives a good therapeutic result. 

Dr. MAXIMILIAN OBERMAYER: I do not feel as pessimistic about the treatment of lupus 
vulgaris as does Dr. Frost. It would be worth while to treat this patient by means of general 
measures, such as daily generalized exposure to sunshine, a high caloric but salt-free diet 
and injections of gold compounds, and by local measures, of which I should choose intense 
ultraviolet therapy given to the point of sharp bullous reactions. 

Dr. SAMUEL AyrREs: I agree with all that has been said regarding conservative technics. 
They should have adequate trial. When there is no response, one can get a good result by 
curetting the area after induction of local anesthesia. It is not necessary to use the cautery. 
The tissue is friable and comes out easily with a sharp curet. An antiseptic, such as tincture 
of iodine, should then be applied, and the lesion heals leaving a soft scar. This is not a bad 
result in cases in which other methods are not effective. 


Erythema Multiforme. Presented by Dr. ANKER K. JENSEN. 


Mr. R. W., a 27 year old white mechanic, had his first attack of an eruption at the age 
of 9 years. Since then he has had two or three similar attacks each summer until the last 
few years, when they have been less frequent. The patient is a well nourished, well developed, 
healthy-looking man. He presents on both lips scaling and fissuring with exudation. The 
lips are sometimes swollen and edematous. Associated with this is a generalized thickening of 
the skin of the face. There are scattered slightly raised erythematous plaques which seem 
to come and go. On his first visit he presented large iris lesions of erythema multiforme on 
both the palms and the soles. On the trunk and extremities there was a generalized erythem- 
atous maculopapular eruption of lesions from the size of a split pea to that of a silver dollar. 
This eruption seems to appear after the patient has had an elevation of temperature of unknown 
cause, 

Physical examination shows no physical defects. The Wassermann reaction was negative, 
and results of a urinalysis and an examination of the stools were normal. Cutaneous tests with 
foods, epidermals, pollens, grasses and weeds gave negative reaction. A biopsy slide is 
presented, 
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DISCUSSION 


Dr. C. R. HALtoran: It seems to me that this patient presents two diseases. That of th 
face is apparently an atopic dermatitis. The other disease is recurrent erythema multiforme 
While there is a possibility of the association of the facial lesions and general multifory 
erythema, I thought they were separate manifestations. 

Dr. SamueL Ayres: I think the patient has atopic dermatitis involving the face, an 
this is substantiated by the fact that his eyebrows are worn off by scratching. The occasion) 
attacks on the body are more like circinate urticaria. I think it could be associated with hjs 
general atopic background or some focus of infection causing exacerbations. For therapeutic 
suggestions, I should say a general allergic study is indicated, although the outlook is no 
too good. Possibly diets and a careful check-up of foci of infection would be of benefit. 

Dr. H. C. L. Lrnpsay: I think that the cause of the trouble here exists in the liver 

Dr. Kenpat Frost: I believe the facial lesions and those on the rest of the body ar 
of the same nature. The eczematous appearance on the face I believe can be accounted for 
by the rubbing. It produces a certain amount of lichenification and almost a_ secondary 
eczematization. 


Arsenical Keratoses of the Palms and Soles. Presented by Dr. SAMUEL Ayres. 


Mrs. F. R., a 41 year old white woman, gives no history of contact with arsenic, in the 
form either of medication or of contaminated water. However, she lived for many years near 
coal mines in the state of Washington. The eruption, which is of five or six years’ duration, 
is limited to the palms and soles, being especially noticeable on the palms and the palmar 
aspects of the fingers. It consists of numerous discrete and grouped warty keratoses ranging 
in size from that of the head of a pin to that of a pea. 

Routine urinalysis gave normal results. A test for arsenic (Gutzeit method) on a twenty- 
four hour specimen of urine revealed 0.032 mg. of arsenic per hundred grams of solid matter 
The patient was then given 1 Gm. of sodium thiosulfate intravenously, and all the urine from 
that moment on was collected until 1 quart (950 cc.) had been obtained. The Gutzeit test 
was repeated, and 0.414 mg. of arsenic per hundred grams of solid matter was found. This 
revealed more than a tenfold increase in the output of arsenic immediately after a single 
injection of sodium thiosulfate and indicates liberation of stored arsenic. 

The patient is presented to demonstrate the efficacy of sodium thiosulfate in releasing 
stored arsenic and also for therapeutic suggestions. 


DISCUSSION 


Dr. C. R. HAttoran: I always think these arsenical keratoses are interesting. There 
was no ingestion of arsenic that the patient knew of, but possibly there was some arsenic in 
the water. She lived near the coal mines. 

Dr. SAMUEL AyrRES: I had two reasons for presenting this case. One was that it was 
an excellent example of arsenical keratoses, and the other was that sodium thiosulfate i: 
effective in liberating stored arsenic, in spite of a recent article in The Journal of the America 
Medical Association (120:24 [Sept. 12] 1942) in which it was stated that sodium thiosuliate 
had been dropped from “New and Nonofficial Remedies” because it was ineffective. I dis- 
agree with that view. I think any one who takes the trouble to investigate sodium thiosulfat 
will prove to himself that this preparation is useful in eliminating stored arsenic from the 
tissues. The technic in this case, the one I have used many times and have reported, is t 
take a twenty-four hour specimen of urine, test it with the Gutzeit method (which revealed 
0.32 mg. of arsenic per hundred grams of solid matter in this instance), then give a single 
injection of sodium thiosulfate and after this single injection collect all the urine passed, 
to a quart. The second determination revealed more than a tenfold increase after a single 
injection. The question of therapy presents a serious problem. I do not believe that the 
further injection of sodium thiosulfate will have any effect in curing the present lesions, but 
it will possibly prevent future ones. The only thought I have to cure the existing lesion 
would be the use of some keratolytic to start with and then electrodesiccation and freezin 
with solid carbon dioxide, which would be a tedious process. I am rather pessimistic abou! 
getting rid of many of these lesions. 

Dr. W. H. GoecKerMaN: For about four years I have been giving large doses of vitamit 
A for various dermatoses, largely for investigative purposes. I have a number of patients i 
whom [I have seen some striking effects. In analyzing my group, I find that all who responded 
had dyskefatoses. In the Arcuives oF DERMATOLOGY AND SypHILoLoGy (46:728 [Nov. 
1942), Combes and Behrman reported a case of keratosis blennorrhagica with an excellet! 
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response to large doses of vitamin A. Some one even reported the disappearance of corns 
after its administration. All cases which I have been able to follow through successfully were 
instances of dyskeratotic lesions; 2 were cases of arsenical keratoses. When one gets a 
response in an arsenical keratosis it is pretty difficult to escape the impression that the response 
actually occurred because of the therapeutic effort employed. When I administer vitamin A, 
I give large doses, not because I suspect an avitaminosis or hypovitaminosis but because 
vitamin A has a physiologic, pharmacologic or biochemical effect on the skin of an as yet 
unknown nature. This is true in Darier’s disease as well as in a number of other dyskeratoses. 

Dr. SAMUEL Ayres: I shall certainly give that a good therapeutic trial. A propos of 
gonorrheal keratoses, I had a case of arthropathic psoriasis in which the psoriasis and the 
arthritis disappeared completely within a month’s treatment by means of 25,000 U. S. P. units 
of vitamin A three times a day. Dr. Frost and I have been interested in a case at the Los 
Angeles County Hospital, in his service, where it had been tried for a month with no results 
at all. 

Nore.—On March 9, 1943, Dr. Ayres reported that this patient had been given 75,000 
U.S. P. units of vitamin A per day for about six weeks and that there may have been some 
improvement. Sodium thiosulfate has been given during this time, and the urine now contains 
no arsenic. 


Prickle Cell Epithelioma of the Lip in a Young Woman. Presented by Dr. SAMUEL 

AYRES. 

Mrs. M. B., a 24 year old white woman, states that her grandmother had cancer of the 
face. The patient’s present lesion began on the lower lip about a year and a half ago as a 
small “knot,” which had gradually enlarged. During the past four or five months the lesion 
has felt somewhat sore. The patient smokes three or four cigarets a day but has never 
smoked more than this amount. She has never been troubled with irritation of the lips from 
the sunlight. On the vermilion aspect of the lower lip, slightly to the left of the midline, 
is a slightly rough, corneous and superficially infiltrated nodule approximately the size of a 
navy bean or larger. No glands can be palpated under the jaw. She is presented for 
discussion as to treatment. 

DISCUSSION 

Dr. M. E. OperMAYER: Though I agree with Dr. Ayres that the lesion is probably a 
squamous cell carcinoma, I should not begin treatment without having the diagnosis confirmed 
by biopsy. I do not believe that the removal of a small specimen would increase the risk 
of metastasis. After confirmation of the diagnosis I should choose roentgen ray therapy and 
administer 5,000 r. 

Dr. SamMuEL Ayres: If you found this were an epithelioma, would you prefer to use 
roentgen rays rather than a cutting current? 

Dr. M. E. OBERMAYER: Yes. 

Dr. C. R. HALtoran: I agree with Dr. Obermayer, but clinically the lesion impressed 
me as being lupus erythematosus. I should perform a biopsy to exclude this disease. 

Dr. Kenna Frost: I agree with the previous speakers. However, a biopsy would 
settle the diagnosis promptly. 

Dr. H. C. L. Linpsay: A biopsy of the growth should be made, and if it is a prickle cell 
carcinoma, one should cut it out widely and deeply before the patient leaves the operating 
table. Plastic repair should be done if necessary. 

Dr. A. FLetcHeR Hatt: There is something about this lesion that makes me doubt the 
diagnosis of epithelioma. The two other possibilities in my mind are discoid lupus erythem- 
atosus and lichen planus. There is a slight stippling of the surface that suggests one or 
the other of these diseases. I think the entire lesion should be removed just a little below 
the level of the normal surface of the lip and examined microscopically. If it is proved to be 
an epithelioma, excision should be followed by irradiation, possibly not with 5,000 but with 
3,600 or 4,000 r. 

Dr. SAMUEL Ayres: I saw this patient this afternoon for the first time. I think a 
biopsy is appropriate, and I intend to do one. I tried to convince myself that the growth is 
not an epithelioma, but the more I palpated it the more I thought it was. It is rather deep, 
with a button-like hardness. It has gradually kept on growing. It is unusual in a woman 
of this age whose lips are not irritated by the sun. Assuming that it is a prickle cell epithe- 
lioma, my intention is to remove the lesion with a cutting current, wide and deep, because I 
should never feel secure if I did not do that. Whether they are grade I or IV, epitheliomas 
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are all malignant. If one does not destroy all the cells, they can metastasize, even when the 
lesion is superficially healed. When the neoplasm is removed with a cylinder-like shape, thy. 
wound will fill in from the bottom and will be less conspicuous than if it were given heayy 
radiation, and I do not believe one would be safe in not giving a heavy dose. One is als) 
liable to get a chronic radiodermatitis later. If the growth is removed surgically it will no 
be necessary to give subsequent radiation. I do not see the need of excising the glands oj 
the neck. I doubt that there is any metastasis with no greater depth than this lesion show; 
To make a radical procedure, with excision of the glands of the neck, would make a deformity 
which would not be justified. 

Nore.—Biopsy showed the growth to be a nonspecific granulomatous lesion without evidenc 
of malignancy. 


A Case for Diagnosis (Lymphoblastoma?). Presented by Dr. Curis HALLORAN. 


Mr. W. F. V., a 29 year old white man, was first seen Sept. 1, 1939, with a generalize 
eruption of five or six years’ duration. He stated that his skin had always been dry anj 
scaly, as had the skin of a few other members of the family, but that no other member of tly 
family had had a dermatosis. He also stated that occasionally he had slight hay fever. Other 
members of his family also had a similar disease. He had received “electric treatments” given 
through metal plates, carbon arc treatments and applications of various lotions and salves, 
but the eruption had remained unchanged. 

There is now a generalized erythroderma with fine branny desquamation and lichenification 
involving the entire surface of the body. There is severe pruritus, from which the patien 
never gets relief. 

On Dec. 9, 1939 a twenty-four hour specimen of urine was examined by quantitative and 
qualitative tests for arsenic; results of both tests were negative. On May 17, 1940 a blood 
count revealed a mild hypochromic anemia with 6 per cent eosinophils; on Nov. 14, 1942, 
blood count. showed a similar anemia but with 11 per cent eosinophils. A biopsy slide from 
a nodular lesion on the left forearm is presented for inspection. There has been little respons 
to any type of care. At present the patient is receiving 25,000 U. S. P. units of vitamin A 
three times daily by mouth and is using a tar ointment locally. 


Dr. M. E. OBERMAYER: The eruption is an erythroderma; in view of the long duration, 
the intense pruritus and later the development of a nodular lesion, the “prefungoid” stage oi 
mycosis fungoides is suggested. The microscopic section is interesting because of the psorias- 
form character of the dermatitis, a feature which, however, bears no diagnostic significance; 
the infiltrate is not sufficiently polymorphous to allow a diagnosis of mycosis fungoides. | 
suggest a biopsy of the nodular lesion. 

Dr. W. H. GoecKERMAN: I saw this patient previously in the office, and I think 
Dr. Halloran had as far as possible treated the eruption as an allergic dermatitis. When | 
saw it clinically I thought it was probably an ichthyosiform erythroderma. The slide sug- 
gested to me the probability of a psoriasiform erythroderma. I should now be inclined to give 
the patient a therapeutic test with crude coal tar and ultraviolet irradiation. 


Dr. SAMUEL Ayres: I think it is an atopic dermatitis. His eyebrows are worn off from 
scratching, and he shows a pronounced white streak reaction. Of course, the eruption ha 
been of such long standing that changes in the skin are beginning to occur. There is 2 
decided thickening of the skin, and a tumor-like growth on the arm suggests that it migil 
be undergoing a transformation. [I think possibly the eruption started as an atopic derm 
titis and could easily change into a lymphoblastoma due to changes in the tissue. [ think # 
may be in the transition stage, and it is interesting to watch. 

Dr. C. R. HALtoran: I have observed this patient over a period of four years. He firs 
came to me with a generalized dermatitis with much lichenification and constant itching. ! 
considered the eruption an exfoliative dermatitis and had his urine examined for arsenic. Tit 
results were reported as entirely negative. Hematologic studies made then and subsequent) 
did not show much of significance. Over a period of four years and since the beginning 
the dermatitis ten years ago he has shown little improvement with any of various forms 
treatment. At present he is taking 25,000 U. S. P. units of vitamin A three times daily )) 
mouth and is using a tar ointment locally. The inner surface of the thighs now presi 
pea-sized nodular lesions. . 

There has at no time been observed a lesion that clinically suggested psoriasis, nor " 
there a history of such lesions having been present before the generalized dermatosis appearté 
I believe this will eventually prove to be a case of one of the lymphoblastomas. 
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Book Reviews 


Pénfigo foliaceo (fogo selvagem): Aspectos clinicos e epidemiologicos. By José 
Aranha Campos, M.D. Edicgées Melhoramentos. Pp. 127. Sao Paulo, 1942. 


In Brazil pemphigus foliaceus, or fogo selvagem, is a serious problem. The disease is 
widespread in certain sections of the country where is is endemic. The gravity of the condi- 
tion may be judged by its high mortality. Fortunately, the Brazilian government and the 
members of the medical profession are well aware of the seriousness of the situation. As a 
result two hospitals have been allocated to patients with this disease. One is located at Sao 
Paulo and the other at Mato Grosso. Brazilian authors have also undertaken methodical 
studies covering different aspects of the subject and have already published many valuable 
articles and monographs. Dr. José Aranha Campos is well known for his interest in this 
disease and his important contributions to the literature. This monograph summarizes the 
observations in 604 cases personally studied by the author. 

The book is divided into two main parts. The first discusses the appearance of the lesions, 
the different clinical forms of the disease and the cycle which the majority of the patients 
follow. The abortive type is compared with the Senear-Usher type of pemphigus. An inter- 
esting observation is made of the possible relationship of the disease to the distribution of 
the nervous system. Many photographs and diagrams illustrate this point. 

The second part, the most valuable and original, is devoted to epidemiologic studies of 
the disease. It includes first the familial incidence, which was found as high as 26.5 per cent. 
The author then presents a detailed and careful topographic study of the most affected areas. 
This part is illustrated with many maps of the sections in which the disease was encountered 
and photographs of the homes of the patients. A separate chapter presents a complete study 
of the different factors which may have importance in the propagation of pemphigus foliaceus. 
Geographic, atmospheric and climatic conditions are thoroughly studied. Noteworthy is the 
observation that the disease spreads in the direction of the aerial currents. This is demon- 
strated conclusively by the study of the maps. It points to the possibility of an animal vector 
spreading the disease. Other significant factors discussed are the altitude at which the patients 
have been found, their food, their hygiene and their living standards. 

This monograph will be invaluable to persons interested in pemphigus foliaceus, particu- 
larly in its epidemiologic and public health aspects. The problem is studied from an entirely 
new angle, and the amount of information derived is extensive. 

The booklet is printed on paper of good quality and is profusely illustrated. The photo- 
graphs were taken by the author. Many expertly prepared maps are included. The style is 
simple and concise, as the author has avoided unnecessary bibliography. 


Primer of Allergy: A Guidebook for Those Who Must Find Their Way Through 
the Mazes of This Strange and Tantalizing State. By Warren T. Vaughan, M.D. 
Second edition. Price $1.75. Pp. 176, with illustrations. St. Louis: The C. V. Mosby 
Company, 1943. 


The second edition of this “reasonably good bedtime story,” to quote the author’s words, 
is most acceptable. It should not only be of interest to the average allergic patient but con- 
stitute a real help in explaining a subject that is rather new and often difficult to understand. 
The physician who is confused about terms and about the subject in general will profit from 
reading this little book. 

The object of the book is to help the patient to understand his disease and to urge him 
to cooperate fully with his physician. It is not written as a treatise on self medication. 
The nature of the disease, as the author says, makes it impracticable for the patient to be 
well enough informed to cure himself. 

The theory of allergy is discussed in an original, simple manner, and instructions are 
given the patient about diet and keeping a diary, in which all his activities which might 
have a bearing on his disease are recorded. The reviewer thinks that this valuable informa- 
tion should not have been given in fine print, which is hard on the eyes of the reader. 

The book is illustrated by diagrams, by some of the famous cartoons of Webster and by 
humorous drawings at the beginning of many chapters. 

As this book has been written as a companion piece to the well known larger volume by 
the author, bibliographic references and acknowledgment of the work of others have been 
omitted. 
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War Medicine: A Symposium. Edited by Winfield Scott Pugh, Commander (MC). U.S.y. 


Retired, formerly Surgeon, City Hospital, New York; Associate Editor, Edward Podolsky 
M.D.; Technical Editor, Dagobert D. Runes, Ph.D. Price, $7.50. Pp. 565. New York: 
Philosophical Library, Inc., 1942. 


This book, which is nicely bound and well printed on good paper, is a symposium on war 
medicine and is divided into three parts: (1) “Surgery,” (2) “Aviation and Naval Medicine’ 
and (3) “General Medicine.’ There are thirty-three articles on surgery, eleven on aviation 
and naval medicine and thirteen on general medicine. These articles are republished from the 
Military Surgeon, the British Medical Journal, the American Journal of Surgery, the Lance 
and others. 

The articles of particular interest to the dermatologist are those on “Treatment of War 
Burns,” “Recognition and First Aid Treatment of Gas Casualties,’ “The Prophylaxis an 
Treatment of Epidermophytosis of the Feet” and “Chigger and Jigger Bites.” 

The material is up-to-date in regard to war medicine, and the articles are clearly an( 
simply written and well illustrated. The book is a valuable addition to the literature for the 
military physician. 
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